Bioavailability  of  Oral  Pyridostigmine  and  Inhibition  of  Red 
Blood  Cell  Acetylcholinesterase  by  Oral  and  Intravenous 
Pyridostigmine 


TASK  ORDER  #2 
FINAL  REPORT 


David  M.  Kornhauser,  M.D. 
Brent  G.  Petty,  M.D. 

Paul  S.  Lietman,  M.D.,  Ph.D. 


22  March  1989 


Supported  by: 

U.S.  ARMY  MEDICAL  RESEARCH  AND  DEVELOPMENT  COMMAND 
Fort  Detrick,  Maryland  21701-5012 

Contract  No.  DAMD17-85-C-5133 


Division  of  Clinical  Pharmacology 
The  Johns  Hopkins  University  School  of  Medicine 
600  N.  Wolfe  Street 
Baltimore,  Maryland  21205 


Approved  for  public  release;  distribution  is  unlimited. 


The  views,  opinions,  and/or  findings  contained  in  this  repc't  are 
those  of  the  authors  and  should  not  be  construed  as  an  official 
Department  of  Army  position,  policy,  or  decision,  unless  so 
designated  by  other  documentation. 


20100915142 


19.  ABSTRACT  (continued) 


The  mean  bioavailability  of  oral  pyridostigmine  syrup  was  29.2%.  Considerable 
interindividual  variability  was  noted,  with  the  range  of  bioavailability  being  14.7% 
to  51.1%.  The  mean  rate  constant  of  absorption  was  0.373/hr  with  a  range  of  0.149  to 
1.441/hr.  These  absorption  rate  constants  are  equivalent  to  a  mean  absorption 
half-time  of  1.06  hours  with  a  range  of  0.48  to  4.65  hours. 

The  pharmacokinetics  of  both  oral  and  intravenous  pyridostigmine  have  been 
defined  using  a  two -compartment  model.  Considerable  inter individual  variability  in 
elimination  of  pyridostigmine  was  found  here  as  well.  The  mean  total  clearance  was 
779  ml/min  with  a  range  of  382  ml/min  to  1511  ml/min,  and  the  mean  beta  half-life  was 
0.8  hours  with  a  range  of  0.36  to  3.2  hours. 

The  subjects  were  monitored  for  toxicity  with  clinical  laboratory  tests  of 
hematology  and  chemistry  variables,  electrocardiograms,  vital  signs,  and  coordination 
testing.  All  of  the  subjects  tolerated  pyridostigmine  well,  with  no  adverse 
symptoms.  One  subject  developed  a  significant  increase  in  serum  creatine  kinase  and 
2  subjects  had  trivial  elevations  in  liver  enzymes  with  no  symptoms.  No  significant 
changes  occurred  in  electrocardiograms,  vital  signs,  coordination,  or  other  clinical 
laboratory  tests. 

The  relationship  between  pyridostigmine  plasma  levels  and  erythrocyte 
acetylcholinesterase  inhibition  was  also  defined.  The  erythrocyte 

acetylcholinesterase  inhibition  was  delayed  in  both  onset  and  dissipation  compared  to 
plasma  pyridostigmine  levels  after  both  oral  and  intravenous  pyridostigmine  admini¬ 
stration.  The  delay  in  effect  was  modelled  by  assuming  the  presence  of  an  effect 
compartment  and  an  concentration-effect  relationship.  According  to  this  model, 

the  mean  rate  constant  of  elimination  from  the  effect  compartment  was  3.42/hr  with  a 
range  of  1.22  to  5.76/hr.  Thus,  the  mean  half-time  of  drug  effect  at  a  constant 
plasma  concentration  was  0.20  hours  (12  minutes)  with  a  range  of  0.12  to  0.57  hours. 
The  mean  plasma  concentration  of  pyridostigmine  required  to  produce  50%  enzyme 
inhibition  at  steady  state  was  estimated  to  be  29.5  ng/ml  with  a  range  of  17.3  to 
41.1  ng/ml . 

The  time  delay  in  enzyme  inhibition  could  also  be  accounted  for  by  a  model  which 
assumed  that  carbamylation  of  the  acetylcholinesterase  enzyme  inactivated  it  and  that 
hydrolysis  of  the  inactivated  enzyme  restored  activity.  The  mean  estimate  of  the 
rate  constant  of  inactivation  was  0.087  ml/ng/hr  with  a  range  of  0.058  to  0.164 
ml/ng/hr,  while  the  mean  estimate  for  the  rate  constant  of  reactivation  was  2.736/hr 
with  a  range  of  1.652  to  4.107/hr.  These  estimates  are  similar  to  estimates  of  the 
rates  of  the  inactivation  and  reactivation  of  purified  acetylcholinesterase 
previously  measured  in  vitro  by  others. 

Considerable  intersubject  variability  in  the  drug's  effect  occurred  after  oral 
dosing.  The  peak  erythrocyte  acetylcholinesterase  inhibition  varied  from  20  to  39% 
of  the  baseline  enzyme  activity,  and  the  duration  of  at  least  20%  inhibition  varied 
from  0.33  to  5.0  hours.  The  variation  appeared  to  be  due  to  inter individual 
differences  in  the  amount  of  absorption  of  the  drug,  in  the  rate  of  elimination  of 
the  drug,  and  in  the  sensitivity  of  the  acetylcholinesterase  to  inhibition  by 
pyridostigmine . 
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SUMMARY 


Pyridostigmine  bromide  pretreatment  has  been  shown  to  reduce 
the  mortality  from  organophosphate  exposure  in  animal  studies. 
This  human  study  was  performed  (1)  to  determine  the  bioavail¬ 
ability  of  oral  pyridostigmine  syrup,  (2)  to  examine  the 
pharmacokinetics  and  safety  of  pyridostigmine  given  orally  and 
intravenously,  and  (3)  to  determine  the  relationship  between 
pyridostigmine  plasma  levels  and  erythrocyte  acetylcholinesterase 
inhibition  after  the  oral  and  intravenous  administration  of 
pyridostigmine . 

The  first  six  subjects  received  oral  and  intravenous 
pyridostigmine  (in  a  dose-ranging  phase)  in  an  effort  to 
approach,  but  not  exceed,  40%  inhibition  of  erythrocyte  acetyl¬ 
cholinesterase.  This  target  level  of  inhibition  was  chosen  as  a 
compromise  between  effective  protection  against  organophosphate 
poisoning  on  the  one  hand  and  toxicity  from  the  drug  on  the 
other.  After  the  proper  doses  to  achieve  approximately  40% 
erythrocyte  acetylcholinesterase  inhibition  were  determined,  18 
additional  subjects  received  oral  and  intravenous  pyridostigmine 
to  address  the  objectives  mentioned  above. 

The  mean  bioavailability  of  oral  pyridostigmine  syrup  was 
29.2%.  Considerable  interindividual  variability  was  noted,  with 
the  range  of  bioavailability  being  14.7%  to  51.1%.  The  mean  rate 
constant  of  absorption  was  0.373/hr  with  a  range  of  0.149  to 
1.441/hr.  These  absorption  rate  constants  are  equivalent  to  a 
mean  absorption  half-time  of  1.06  hours  with  a  range  of  0.48  to 


4.65  hours. 


The  pharmacokinetics  of  both  oral  and  intravenous  pyrido¬ 
stigmine  have  been  defined  using  a  two-compartment  model. 
Considerable  interindividual  variability  in  elimination  of 
pyridostigmine  was  found  here  as  well.  The  mean  total  clearance 
was  779  ml/min  with  a  range  of  382  ml/min  to  1511  ml/min,  and  the 
mean  beta  half-life  was  0.8  hours  with  a  range  of  0.36  to  3.2 
hours . 

The  subjects  were  monitored  for  toxicity  with  clinical 
laboratory  tests  of  hematology  and  chemistry  variables,  electro¬ 
cardiograms,  vital  signs,  and  coordination  testing.  All  of  the 
subjects  tolerated  pyridostigmine  well,  with  no  adverse 
symptoms.  One  subject  developed  a  significant  increase  in  serum 
creatine  kinase  and  2  subjects  had  trivial  elevations  in  liver 
enzymes  with  no  symptoms.  No  significant  changes  occurred  in 
electrocardiograms,  vital  signs,  coordination,  or  other  clinical 
laboratory  tests. 

The  relationship  between  pyridostigmine  plasma  levels  and 
erythrocyte,  acetylcholinesterase  inhibition  was  also  defined. 

The  erythrocyte  acetylcholinesterase  inhibition  was  delayed  in 
both  onset  and  dissipation  compared  to  plasma  pyridostigmine 
levels  after  both  oral  and  intravenous  pyridostigmine  admini¬ 
stration.  The  delay  in  effect  was  modelled  by  assuming  the 
presence  of  an  effect  compartment  and  an  concentration-effect 
relationship.  According  to  this  model,  the  mean  rate  constant  of 
elimination  from  the  effect  compartment  was  3.42/hr  with  a  range 
of  1.22  to  5.76/hr.  Thus,  the  mean  half-time  of  drug  effect  at  a 


constant  plasma  concentration  was  0.20  hours  (12  minutes)  with  a 
range  of  0.12  to  0.57  hours.  The  mean  plasma  concentration  of 
pyridostigmine  required  to  produce  50%  enzyme  inhibition  at 
steady  state  was  estimated  to  be  29.5  ng/ml  with  a  range  of  17.3 
to  41.1  ng/ml. 

The  time  delay  in  enzyme  inhibition  could  also  be  accounted 
for  by  a  model  which  assumed  that  carbamylation  of  the  acetyl¬ 
cholinesterase  enzyme  inactivated  it  and  that  hydrolysis  of  the 
inactivated  enzyme  restored  activity.  The  mean  estimate  of  the 
rate  constant  of  inactivation  was  0.087  ml/ng/hr  with  a  range  of 
0.058  to  0.164  ml/ng/hr,  while  the  mean  estimate  for  the  rate 
constant  of  reactivation  was  2.736/hr  with  a  range  of  1.652  to 
4.107/hr.  These  estimates  are  similar  to  estimates  of  the  rates 
of  the  inactivation  and  reactivation  of  purified  acetylcholin¬ 
esterase  previously  measured  in  vitro  by  others. 

Considerable  intersubject  variability  in  the  drug's  effect 
occurred  after  oral  dosing.  The  peak  erythrocyte 
acetylcholinesterase  inhibition  varied  from  20  to  39%  of  the 
baseline  enzyme  activity,  and  the  duration  of  at  least  20% 
inhibition  varied  from  0.33  to  5.0  hours.  The  variation  appeared 
to  be  due  to  interindividual  differences  in  the  amount  of 
absorption  of  the  drug,  in  the  rate  of  elimination  of  the  drug:* 
and  in  the  sensitivity  of  the  acetylcholinesterase  to  inhibition 
by  pyridostigmine. 
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Citations  of  commercial  organizations  and  trade  names  in  this 
report  do  not  constitute  an  official  Department  of  Army  endorse¬ 
ment  or  approval  of  the  products  or  services  of  these 
organizations . 

For  the  protection  of  human  subjects,  the  investigators  have 
adhered  to  the  policies  of  applicable  Federal  Law  45  CFR  46. 
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1. 


INTRODUCTION 


Studies  in  animals  have  indicated  that  carbamate  acetyl¬ 
cholinesterase  inhibitors  have  protective  effects  against 
organophosphate  poisoning.  Pretreatment  of  animals  with  car¬ 
bamates  prior  to  nerve  agent  exposure  has  improved  survival  and 
effectively  increased  the  LD50  of  nerve  gas  agents  (1)  . 
Experimental  carbamate  pretreatment  has  been  most  effective  when 
used  in  conjunction  with  atropine  and  oximes,  both  given  fol¬ 
lowing  exposure  (1,2).  Of  the  carbamates  studied,  pyridostigmine 
has  been  found  to  be  a  useful  agent  with  a  duration  of  protective 
action  of  about  two  hours.  The  putative  mechanism  of  action  of 
carbamates  is  thought  to  be  carbamylation  of  a  fraction  of  the 
tissue  acetylcholinesterase,  thereby  protecting  the  enzyme  from 
irreversible  inhibition  by  the  organophosphate  (3) .  The 
relatively  rapid  hydrolysis  of  the  inactivated  carbamylated 
enzyme  has  two  sequelae.  First,  following  a  single  dose  of 
pyridostigmine,  there  is  only  a  relatively  short  period  of 
protection  since  pyridostigmine  is  rapidly  removed  from  the  body 
and  the  inactivated  enzyme  is  rapidly  reactivated  by  hydrolysis. 
Thus,  if  long  term  protection  from  possible  organophosphate 
exposure  is  required,  then  repeated  administration  of 
pyridostigmine  is  required.  Second  (and  on  the  positive  side) , 
if  exposure  to  an  organophosphate  were  to  occur,  the  relatively 
short  duration  of  action  of  pyridostigmine  allows  for 
reactivation  of  carbamylated  acetylcholinesterase  in  a  short 
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period  of  time,  possibly  minimizing  the  time  period  required  for 
intensive  therapy  of  the  effects  of  cholinergic  excess. 

The  dose  of  pyridostigmine  and  degree  of  acetylcholinesterase 
inhibition  which  provide  adequate  protection  against  organo- 
phosphate  poisoning  while  at  the  same  time  remaining  free  of 
acceptable  toxicity  in  man  are  not  known.  Studies  in  rats  have 
indicated  that  inhibition  of  twenty-five  percent  of  blood 
acetylcholinesterase  does  not  affect  muscle  twitch  tension,  even 
after  several  days  of  therapy.  On  the  other  hand,  abnormalities 
in  twitch  tension  occurred  in  animals  treated  with  enough 
pyridostigmine  to  produce  sixty-eight  percent  inhibition  of  the 
enzyme  (4) .  In  addition,  there  are  ultrastructural  changes  at 
the  neuromuscular  junction  associated  with  this  greater  degree  of 
inhibition  of  acetylcholinesterase  (5) .  The  changes  appear  to  be 
dose  related  and,  at  least  at  low  levels  of  enzyme  inhibition, 
largely  reversible. 

The  optimal  use  of  pyridostigmine  in  man  as  prophylaxis  for 
organophosphate  poisoning  thus  presupposes  that  pyridostigmine  is 
present  in  the  body  at  the  time  of  exposure  and  that  a  level  of 
drug  sufficient  to  provide  protection  while  having  few  toxic 
effects  can  be  achieved.  With  the  fixed  positive  charge  on  the 
pyridostigmine  molecule  likely  to  make  transdermal  delivery 
difficult,  multiple  oral  doses  of  drug  appear  to  be,  at  least  for 
the  short  term,  the  most  feasible  route  of  administration  for 
prolonged  protection.  This  study  was  designed  to  determine  the 
amount  of  pyridostigmine  required  to  produce  modest  levels  of 
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erythrocyte  acetylcholinesterase  inhibition  (approximately  40%) 
and  to  determine  the  bioavailability  of  oral  pyridostigmine 
administered  as  the  syrup  that  is  currently  commercially 
available.  Once  this  fundamental  information  is  obtained,  the 
efficacy  and  systemic  availability  of  other  preparations  can  be 
evaluated  and  compared  to  the  syrup  as  a  standard. 


2.  MATERIALS  AND  METHODS 

2.1  Pyridostigmine 

Pyridostigmine  was  administered  as  the  bromide  salt. 
MestinonR,  Roche  Laboratory's  brand  of  pyridostigmine  bromide 
syrup,  lot  #0204,  was  provided  by  the  U.S.  Army  for  oral  dosing. 
The  oral  doses  were  administered  by  expelling  the  syrup  from  a 
syringe  directly  onto  the  subject's  tongue.  The  subject 
swallowed  the  dose  immediately.  Blood  samples  were  obtained  by 
means  of  an  indwelling  catheter  in  the  arm  which  was  kept  patent 
by  a  dilute  heparin  solution.  Organon  brand  pyridostigmine 
bromide,  lot  #485460A,  was  given  intravenously  to  the  first  six 
subjects.  A  single  lot,  Roche  lot  #102,  U.S.  Army  lot  #BL10992, 
of  injectable  Mestinon  was  used  for  the  intravenous  infusions  in 
subjects  07  through  24.  Drug  was  diluted  to  20  ml  with  normal 
saline  and  infused  over  30  minutes  with  an  infusion  pump.  Blood 
samples  were  drawn  from  an  indwelling  catheter  in  the 
contralateral  arm.  The  volume  of  pyridostigmine  administered  was 
determined  by  weighing  the  syringe  full  of  medication  immediately 
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prior  to  dosing  and  subtracting  the  weight  of  the  empty  syringe 
after  dosing,  then  dividing  the  difference  by  the  specific 
gravity  of  the  solution.  Oral  and  intravenous  dosing  solutions 
were  assayed  for  pyridostigmine  concentration.  The  administered 
dose  was  then  calculated  from  the  product  of  the  volume 
administered  times  the  assayed  concentrations  (Appendix  A) . 

2.2  Subjects 

Healthy  men  who  were  able  to  give  written  informed 
consent  were  eligible  to  volunteer  for  the  study.  The  study  was 
approved  by  the  Joint  Committee  on  Clinical  Investigation  of  The 
Johns  Hopkins  Medical  Institutions  and  the  Human  Subjects 
Research  Review  Board  of  the  U.S.  Army. 

2.2.1  Inclusion  Criteria 

To  participate  in  the  study  the  volunteer  had  to 
be  male,  between  18  and  35  years  of  age,  and  within  10%  of  his 
ideal  body  weight.  A  detailed  health  history  and  physical 
examination  were  performed  by  a  physician.  Serum  chemistries, 
hematology  and  urine  analysis  had  to  be  within  normal  ranges 
(except  creatine  kinase) ,  as  defined  by  The  Johns  Hopkins 
Hospital  Department  of  Laboratory  Medicine.  The  creatine  kinase 
(CK)  could  be  above  the  "normal  range"  and  not  exclude  the 
subject  because  of  the  frequent  finding  of  elevated  CK  in  healthy 
subjects  who  are  especially  active  physically  (6-13) .  A  chest 
x-ray  within  6  months  of  entry  and  an  electrocardiogram  had  to  be 
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normal . 


2.2.2  Exclusion  Criteria 

Women  were  excluded  from  this  study.  Men  were 
excluded  if  they  did  not  meet  the  criteria  listed  above  (2.2.1) 
or  if  they  had  a  known  or  suspected  allergy  to  pyridostigmine  or 
related  drugs.  Once  accepted  as  candidates  for  the  study, 
subjects  were  not  permitted  to  take  any  medication  for  one  week 
prior  to  admission  to  the  study. 

2.2.3  Recruitment 

Advertisements  were  placed  in  the  help  wanted 
classified  sections  of  metropolitan  Baltimore  newspapers.  A 
special  telephone  line  was  dedicated  to  volunteer  recruitment. 
Interested  candidates  were  screened  on  the  telephone  by  a 
research  nurse  who  described  the  details  of  the  study,  took  a 
brief  history  and  scheduled  the  appropriate  screening 
examinations . 

2.2.4  Informed  Consent 

Written  informed  consent  was  obtained  from  each 
participant  upon  admission  to  the  Clinical  Research  Unit.  The 
consent  document  described  in  detail  the  purpose  of  the  study, 
the  research  protocol,  and  the  potential  risks. 
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2.2.5  Compensation 

A  payment  schedule  was  designed  to  compensate 
volunteers  for  their  participation.  Each  volunteer  was 
compensated  as  follows: 

Screening  phase  No  compensation 

In-hospital  phase  $375.00 


Total  per  subject  for  entire  study  $375.00 

For  the  entire  study,  $9000.00  was  distributed  to  24 
volunteers . 

2.2.6  Liability 

Liability  coverage  for  unexpected  toxicity  was 
provided  by  the  U.S.  Army,  and  for  malpractice  by  the  Johns 
Hopkins  Medical  Institutions. 

2.3  Experimental  Protocol 
2.3.1  Ob j  ectives 

There  were  three  objectives  of  the  study.  The 
primary  objective  was  to  determine  the  absolute  bioavailability 
of  pyridostigmine  bromide  when  given  as  the  oral  syrup.  However, 
since  for  safety  reasons  erythrocyte  acetylcholinesterase 
inhibition  could  not  exceed  40%,  and  because  the  assay  of 
pyridostigmine  base  was  possible  only  at  concentrations  greater 
than  1.5  ng/ml,  it  was  first  necessary  to  determine  the  oral  and 
intravenous  doses  of  pyridostigmine  which  would  produce  plasma 
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levels  of  drug  high  enough  to  measure  but  which  inhibited  the 
enzyme  less  than  40%.  Once  the  appropriate  doses  were  found,  a 
formal  bioavailability  study  with  eighteen  subjects  was 
conducted.  The  other  two  objectives  of  the  study  were  to  examine 
the  pharmacokinetics  and  safety  of  pyridostigmine  given  orally 
and  intravenously,  and  to  determine  the  relationship  between 
pyridostigmine  plasma  levels  and  erythrocyte  acetylcholinesterase 
inhibition  after  the  oral  and  intravenous  administration  of 
pyridostigmine . 


2.3.2  Design 

The  study  was  conducted  as  an  open  design  study  with 
each  subject  receiving  both  oral  and  intravenous  pyridostigmine. 
Subjects  were  balanced  insofar  as  the  order  of  drug 
administration  was  concerned  (i.e.,  first  dose  oral  liquid  or 
intravenous  solution).  The  doses  were  spaced  three  days  apart. 
The  subjects  were  fasted  and  not  allowed  to  smoke  for  8  hours 
before  each  dose  and  for  4  hours  after  each  dose,  when  they  were 
allowed  to  eat  and  to  smoke  if  they  desired. 

As  mentioned  above  in  2.3.1,  the  study  was  conducted  in  two 
phases,  an  initial  dose-ranging  phase  followed  by  a  formal 
bioavailability  phase.  The  outline  of  the  study  and  the  details 
of  how  it  was  to  be  conducted  as  initially  planned  are  contained 
in  the  Procedural  Timetable  and  Study  Flow  Charts  (Appendix  B) . 
The  first  three  subjects  received  0.66  mg  of  pyridostigmine 
bromide  intravenously  and  20  mg  orally.  Assays  of  pyridostigmine 
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concentrations  revealed  barely  detectable  concentrations  of  drug 
after  the  IV  infusion  and  inhibition  of  acetylcholinesterase  was 
low.  Therefore,  the  intravenous  dose  was  doubled.  Volunteers 
04-06  received  1.32  mg  of  pyridostigmine  bromide  intravenously 
and  20  mg  orally.  Plasma  concentrations  after  both  routes  of 
administration  were  measurable.  However,  inhibition  of  acetyl¬ 
cholinesterase  after  oral  administration  of  20  mg  exceeded  40%  at 
one  time  point  in  one  volunteer.  Accordingly,  it  was  decided  to 
decrease  the  oral  dose  for  the  formal  bioavailability  trial.  In 
that  second  phase,  eighteen  subjects  were  given  pyridostigmine 
bromide,  1.32  mg  intravenously  and  16  mg  orally. 

All  subjects  were  screened  outside  the  hospital.  Drug 
administration,  sampling  and  post-drug  toxicology  monitoring  were 
performed  in  the  Drug  Development  Unit  of  The  Johns  Hopkins 
Hospital . 


2.4  Clinical  Laboratory  Examinations 

All  laboratory  examinations  except  for  assay  of  pyrido¬ 
stigmine  were  done  within  The  Johns  Hopkins  Medical  Institutions. 
Hematology  and  chemistry  determinations  were  performed  by  the 
Department  of  Laboratory  Medicine  (Clinical  Laboratory  License 
number  19-1054)  .  The  normal  values  for  these  determinations  are 
listed  in  Appendix  C.  Erythrocyte  acetylcholinesterase  assays 
were  performed  in  the  research  laboratory  of  the  Division  of 
Clinical  Pharmacology  (see  section  2.5.2). 
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2.4.1  Hematology 

Routine  hematologic  determinations,  including 
hematocrit,  hemoglobin,  red  blood  cell  count,  white  blood  cell 
count  with  differential  count,  reticulocyte  count  and  platelet 
count,  were  done  with  a  Coulter  counter. 

2.4.2  Chemistry 

Serum  was  assayed  for  sodium,  potassium, 
chloride,  carbon  dioxide,  urea  nitrogen,  creatinine,  glucose, 
uric  acid,  calcium,  phosphate,  total  protein,  albumin, 
cholesterol,  direct  and  total  bilirubin,  alanine  amino¬ 
transferase,  aspartate  aminotransferase,  alkaline  phosphatase, 
lactic  dehydrogenase  and  creatine  kinase. 

2.4.3  Electrocardiography 

Standard  12-lead  electrocardiographic  tracings 
were  taken  on  admission  to  the  hospital  and  on  days  3  and  6. 
Electrocardiograms  were  interpreted  by  a  physician  on  the  staff 
of  The  Johns  Hopkins  Hospital  in  the  Division  of  Internal 
Medicine . 


2.4.4  Urine  Analysis 

Urine  analyses  were  performed  in  the  laboratories 
of  the  Division  of  Clinical  Pharmacology.  Protein,  ketones  and 
bilirubin  were  measured  qualitatively,  and  pH  and  specific 
gravity  were  determined.  A  microscopic  examination  of  the 
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sediment  was  also  performed. 


2.4.5  Chest  X-ray 

Standard  PA  and  lateral  chest  x-rays  were  usually 
taken  just  prior  to  admission  to  the  hospital,  and  in  all  cases 
within  6  months  of  entry. 

2.5  Pyridostigmine  and  Erythrocyte  Acetylcholinesterase 

Determinations 

2.5.1  Pyridostigmine  Analysis 

Blood  samples  for  pyridostigmine  assay  were 
placed  in  heparinized  VacutainerR  tubes  and  iced  immediately.  As 
soon  as  possible  (generally  within  five  minutes)  the  samples  were 
centrifuged  in  a  refrigerated  centrifuge.  The  plasma  was 
separated  and  stored  at  -80°  C  until  it  was  shipped  in  dry  ice  to 
the  assay  site. 

The  assay  of  pyridostigmine  in  plasma  was  performed 
under  contract  DAMD  17-85-D-0008 ,  USAMRDC  in  the  laboratory  of 
Dr.  Emil  Lin  at  the  School  of  Pharmacy,  University  of  California 
at  San  Francisco  (14).  The  assay  utilizes  protein  precipitation 
with  acetonitrile,  pre-column  purification  on  a  small  C8  Bond 
ElutR  column,  and  then  high  performance  liguid  chromatography  on 
a  silica  column  with  ultraviolet  detection.  The  detection  limit 
is  1.5  ng  pyridostigmine  base/ml  with  a  coefficient  of  variation 
between  3.55%  and  8.16%  (15).  The  plasma  pyridostigmine  concen¬ 
trations  of  the  patients  in  this  study  are  listed  elsewhere  (15), 
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and  are  discussed  below. 


2.5.2  Erythrocyte  Acetylcholinesterase  Determinations 
Blood  for  erythrocyte  acetylcholinesterase 
determination  was  collected  into  VacutainersR  containing 
ethylenediaminetetraacetic  acid  (EDTA) ,  mixed  immediately  and 
brought  to  the  Clinical  Pharmacology  laboratories  for  assay  — 
generally  within  five  minutes  of  collection.  Specimens  were  kept 
at  ambient  temperature  until  assayed.  The  assay  was  performed 
according  to  the  Standard  Operating  Procedure  (SOP)  for  the  assay 
of  the  Analytical  Chemistry  Branch,  USAMR,  ICD,  Aberdeen  Proving 
Ground,  Maryland  21010  dated  18  June  1985  (16).  As  performed  at 
Johns  Hopkins,  the  coefficient  of  variation  of  the  assay 
determined  from  the  quality  control  standard  is  2.3%.  Details  of 
the  assay  and  its  performance  at  Johns  Hopkins  are  contained  in 
Appendix  D. 

2 . 6  Pharmacokinetic  and  Pharmacodynamic  Analyses 
2.6.1  Pharmacokinetic  Analyses 

Visual  inspection  of  the  pyridostigmine  plasma 
concentration-time  curves  demonstrated  that,  following 
intravenous  infusion,  a  biphasic  decline  in  drug  concentrations 
occurred.  This  suggested  that  the  body  can  be  represented  by  a 
two-compartment  system.  After  oral  administration, 
pyridostigmine  concentrations  rose  gradually,  followed  by  a  short 
plateau  and  then  a  monophasic  decline.  In  many  subjects  the  data 
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were  "noisy"  both  during  the  infusion  and  at  low  plasma 
concentrations.  This  "noise"  made  visual  determination  of  the 
terminal  elimination  half-life  difficult  (and  arbitrary)  in  many 
subjects.  Estimates  of  the  areas  under  the  concentration-time 
curves  by  trapezoidal  rule  were  also  affected.  Curve  fitting  of 
the  intravenous  data  to  the  equation  for  a  two-compartment  model 
with  a  zero-order  (constant  infusion)  input  produced  parameter 
estimates  which  varied  markedly  from  patient  to  patient, 
suggesting  that  variability  in  the  determination  of  the  plasma 
concentrations  was  affecting  adversely  the  curve  fitting  process. 
Since  the  shapes  of  the  intravenous  and  oral  concentration-time 
curves  were  consistent  with  a  two-compartment  open  model  with  the 
rapid  distribution  phase  being  obscured  by  absorption  during  oral 
dosing,  it  was  decided  to  fit  the  data  after  both  intravenous  and 
oral  administration  to  a  single  model  assuming  a  two-compartment 
open  model  with  zero-order  drug  entry  during  infusion  and  with 
first-order  absorption  after  a  time  lag  following  oral  drug 
administration.  This  model  assumes  that  the  compartmental 
volumes  and  intercompartmental  rate  constants  were  the  same 
during  both  experimental  periods.  Data  from  the  oral  and 
intravenous  doses  were  used  to  fit  simultaneously  the  equations 
for  the  time  course  of  drug  concentrations  during  the  intravenous 
and  oral  administrations  of  pyridostigmine  for  seven  constants: 
volume  of  the  central  compartment,  K^,  K12,  K21,  K10,  time  lag  for 
absorption,  and  bioavailability.  Data  points  were  plotted  on 
semilogarithmic  paper.  Points  which  appeared  to  be  grossly 
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aberrant  on  visual  inspection  (far  above  or  far  beneath  the  two 
adjacent  points)  were  not  included  in  the  curve  fitting.  The 
sample  times  which  were  excluded  from  the  analysis  are  listed  in 
Table  1.  PCNONLINR,  a  commercially  available  curve  fitting 
program  for  the  IBM  PC  (17) ,  was  used  to  obtain  the  values  for 
the  constants  which  provided  a  best  fit  for  the  observed  data.  A 
weighted  least  squares  approach  was  used  to  determine  the  best 
fit.  Weights  of  the  reciprocal  of  the  calculated  value  of  each 
point  were  used.  In  several  subjects  (08,  12,  14,  and  22)  peak 
pyridostigmine  concentrations  during  the  infusion  did  not 
correspond  to  the  end  of  the  reported  infusion  time.  This 
discrepancy  caused  large  residual  errors  in  the  curve  fitting 
process.  Accordingly,  for  these  subjects,  the  duration  of 
infusion  used  in  the  curve  fitting  program  was  set  to  the  time  at 
which  the  maximum  concentration  of  drug  appeared  in  the  plasma. 
Once  the  microconstants  were  determined,  the  macroconstants  were 
calculated.  Alpha  and  beta  elimination  rate  constants  are  thus 
the  same  for  both  the  oral  and  intravenous  dosing;  only  the 
coefficients  vary.  The  equations  and  the  relationships  between 
the  micro-  and  macroconstants  are  shown  in  Table  2 . 

2.6.2  Pharmacodynamic  Modeling 

The  relationship  between  pyridostigmine  concen¬ 
trations  and  pyridostigmine  effect  (erythrocyte  acetylcholin¬ 
esterase  inhibition)  was  analyzed  in  two  different  ways.  In  both 
analyses  the  analytical  equations  determined  from  the  pharmaco- 
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kinetic  modeling  described  above  were  used  to  represent  the 
plasma  concentrations  of  pyridostigmine  after  intravenous  and 
oral  administration.  Inhibition  of  erythrocyte 
acetylcholinesterase  measured  at  different  times  was  used  as 
data.  Negative  and  zero  values  and  24-hour  data  points  were 
excluded. 

Plots  of  inhibition  of  erythrocyte  acetylcholinesterase 
versus  plasma  pyridostigmine  concentration  produced  counter¬ 
clockwise  loops  in  all  patients,  suggesting  that  the  drug  effect 
is  delayed  relative  to  the  concentration  of  drug.  Accordingly, 
an  "effect  compartment  analysis"  as  described  by  Sheiner  and 
associates  was  performed  (18-20).  This  type  of  analysis  assumes 
that  the  delay  in  drug  effect  is  due  to  the  transfer  of  drug  to  a 
compartment  where  the  drug  acts,  an  "effect  compartment." 
Negligible  mass  of  drug  is  transported  into  this  compartment  so 
that  the  pharmacokinetic  equations  are  not  altered.  The  model 
assumes  that  drug  enters  the  effect  compartment  from  the  central 
compartment  at  a  rate  KIE  and  that  drug  leaves  the  effect 
compartment  with  a  rate  constant  KE0.  Furthermore,  it  was 
assumed  that  pyridostigmine  behaves  as  a  standard  competitive 
inhibitor  of  the  erythrocyte  acetylcholinesterase  and  that  100% 
inhibition  of  the  enzyme  is  possible.  Accordingly,  inhibition  of 
erythrocyte  acetylcholinesterase  is  given  by  the  concentration  of 
pyridostigmine  [Pyr]  divided  by  the  concentration  of 
pyridostigmine  plus  the  IC50,  where  the  IC50  is  the  concentration 
of  pyridostigmine  in  the  plasma  which,  at  steady  state,  produces 
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50%  inhibition  of  enzyme  activity. 

Inhibition  =  fPvrl _ 

[Pyr]  +  IC50 

Initial  analyses  also  included  a  Hill  coefficient.  However,  when 
the  data  were  fit  to  this  model,  there  was  a  high  correlation 
between  the  IC50  and  the  Hill  coefficient,  indicating 
insufficient  information  for  an  analysis  with  three  parameters. 
The  Hill  coefficient  varied  around  1.0.  Accordingly,  it  was 
fixed  at  1  and  a  model  including  just  the  IC50  and  the  KE0  was 
employed.  A  schematic  diagram  of  the  model  is  depicted  in  Figure 
la.  Inhibition  data  from  both  the  oral  and  intravenous  dosings 
were  used  simultaneously  to  obtain  the  best  fit  estimates  of  the 
50%  inhibition  concentration  of  pyridostigmine  and  the  rate 
constant  of  elimination  from  the  effect  compartment.  The  curve 
fitting  program,  PCN0NLINR,  was  used  with  a  weighted  least 
squares  regression  analysis  with  weights  being  equal  to  the 
reciprocal  of  the  calculated  value  of  the  inhibition. 

Erythrocyte  acetylcholinesterase  inhibition  was  also  related 
to  the  concentration  of  pyridostigmine  in  the  plasma  by  using  a 
biochemical  model  that  has  been  used  previously  to  study  the  in 
vitro  inhibition  of  acetylcholinesterase  (21) .  Acetylcholin¬ 
esterase  is  inhibited  by  carbamylation  of  the  enzyme.  The 
inactivated  enzyme  is  then  reactivated  by  hydrolysis.  The  rate 
constant  of  inactivation  is  given  by  K1N  and  the  rate  constant  of 
reactivation  is  the  constant  Kre.  The  differential  equations  for 
the  two  processes  were  written  and  solved  for  the  fractional 
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inhibition  of  acetylcholinesterase. 


Enz  +  Pyr  IN  ^  Enzin 

Enzin  Kre  Enz 

PCNONLINr  was  used  to  fit  the  differential  equation  for  the 
values  of  KIN  and  Kre  which  best  described  the  data  for  each 
patient.  Figure  lb  depicts  the  schematic  representation  of  this 
model.  When  inhibition  data  from  the  oral  and  intravenous 
dosings  were  used  simultaneously  to  obtain  a  single  value  for 
each  constant,  the  inhibition  at  late  time  points  after  oral 
inhibition  was  estimated  poorly.  Therefore,  estimates  of  the 
rate  constants  were  performed  with  the  data  from  the  oral  dose 
and  separately  with  the  data  from  the  intravenous  dose.  The 
estimates  were  averaged  to  produce  a  single  estimate  for  the 
inactivation  and  reactivation  rate  constant  for  each  subject.  As 
before,  weighted  least  squares  estimates,  with  weights  equal  to 
the  reciprocal  of  the  calculated  value,  were  obtained.  The 
parameter  estimates  in  Subjects  10  and  19,  obtained  using  the 
inhibition  data  achieved  after  the  oral  dose,  were  markedly 
different  from  all  other  estimates.  These  two  estimates  have  not 
been  included  in  the  summary  statistics,  having  been  eliminated 
as  outliers. 
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2.7  Statistical  Methods 


Estimates  of  population  parameters,  the  mean  and 
standard  deviation  of  the  calculated  variables,  have  been 
determined  using  standard  formulae. 

3.  RESULTS  AND  DISCUSSION 

3.1  Amendments  and  Compliance 

3.1.1  Amendments 

The  consent  form  was  amended  prior  to  enrolling 
the  first  subject  to  provide  information  about  toxicity  in  rats. 
The  original  consent  form  and  the  amended  consent  form  are 
provided  as  Appendix  E  and  F,  respectively. 

The  protocol  was  amended  after  the  first  three  subjects  were 
completed  to  increase  the  intravenous  dose  of  pyridostigmine 
bromide  to  1.3  mg.  The  protocol  was  amended  after  subjects  04, 
05,  and  06  were  completed  to  reduce  the  dose  of  oral  pyrido¬ 
stigmine  bromide  to  16  mg.  (Details  are  provided  in  section 

2.3.2  of  this  document.)  The  protocol  was  amended  to  collect 
24-hour  urine  specimens  for  pyridostigmine  assay  for  the  last  8 
subjects.  The  institutional  review  board  at  Johns  Hopkins  and 
the  Army's  Human  Subjects  Research  Review  Board  were  notified  of 
these  changes  and  granted  approval. 

3.1.2  Compliance 

After  the  completion  of  the  study  it  was 
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discovered  that  the  subjects  had  signed  the  originally  approved 
consent  form,  not  the  amended  version.  The  institutional  review 
board  at  Johns  Hopkins  was  notified  of  this  oversight.  No 
attempt  was  made  to  contact  the  subjects  who  had  participated. 

We  believe  this  had  no  bearing  on  the  conduct  of  the  study  or  on 
the  willingness  of  our  subjects  to  participate. 

As  mentioned  in  section  2.2.1,  subjects  were  enrolled  into 
the  study  even  if  screening  and/or  admission  CK  levels  were 
elevated.  We  believe  these  elevations  do  not  reflect  a 
myopathic  process,  but  rather  reflect  the  extremely  active 
physical  lifestyle  of  the  subjects.  We  are  satisfied  that  these 
subjects  were  healthy  and  that  those  with  elevated  CK  values  did 
not  have  a  pathological  process. 

Although  we  had  requested  and  received  approval  to  give  1.3 
mg  intravenous  pyridostigmine  bromide,  we  actually  gave  1.32  mg. 
We  believe  this  deviation  is  inconsequential. 

There  were  six  timed  intervals  for  urine  collection  within 
each  24-hour  period  after  dosing,  not  a  single  continuous  24-hour 
collection.  This  would  allow  for  more  precise  information 
regarding  urinary  pyridostigmine  excretion  patterns.  These  data 
are  included  in  the  report  prepared  by  Cheng  et  al.  (22),  and  are 
discussed  in  the  Results  section  (section  3.4.1)  of  this 
manuscript. 

The  baseline  (pre-drug)  electrocardiogram  was  done  at 
screening  and  not  on  the  day  of  admission  to  the  hospital.  This 
deviation  is  of  no  clinical  importance. 
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Screening  red  blood  cell  acetylcholinesterase  was  not  done 
before  entry  to  the  hospital.  Rather,  each  subject's  baseline 
red  blood  cell  acetylcholinesterase  level  was  determined  before 
receiving  the  first  dose  of  pyridostigmine  and  ascertained  to  be 
within  the  normal  range. 

Hand  grip  determination  of  muscle  strength  was  not  done  after 
09  January  1986  when  the  electronic  device  used  for  this  purpose 
stopped  working  accurately.  Values  for  this  parameter  are  only 
complete  for  the  first  ten  subjects.  Neither  the  sponsor  nor  the 
institutional  review  board  at  Johns  Hopkins  was  notified.  There 
was  no  pattern  of  change  in  hand  grip  strength  after  pyrido¬ 
stigmine  in  the  first  ten  subjects,  and  we  believe  this  same 
pattern  would  have  been  similar  for  the  remainder  of  the 
subjects.  Furthermore,  we  believe  that  hand  grip  testing  is  a 
gross,  and,  in  part,  subjective  measure  of  changes  in  voluntary 
muscle  strength  after  pyridostigmine.  It  is  subjective  in  that 
it  is  effort  related  and  subject  to  the  volunteer's  interest  and 
willingness  to  try  hard. 

The  protocol  divided  the  study  into  two  phases:  dose-ranging 
and  bioavailability.  The  dose-ranging  phase  required  12  red 
blood  cell  acetylcholinesterase  determinations  for  each  dose, 
both  intravenous  and  oral,  while  the  bioavailability  phase  was 
designed  to  have  7  determinations  for  each  dose.  For  all  the 
intravenous  doses,  however,  12  samples  were  collected  and  assayed 
from  all  24  subjects.  No  one  was  notified  in  advance  of  this 
protocol  deviation,  but  we  feel  confident  that  these  additional 


28 


samples  were  essential  to  allow  the  comprehensive  pharmacokinetic 
and  pharmacodynamic  determinations  included  in  this  report.  With 
regard  to  the  oral  dose,  not  only  were  the  12  sampling  times 
intended  just  for  the  dose-ranging  phase  perpetuated  into  the 
bioavailability  phiase,  but  two  additional  sampling  times  were 
added,  at  8  and  10>  hours  after  the  dose,  when  it  became  clear 
that  acetylcholinesterase  inhibition  was  still  significant 
(approximately  10%)  at  6  hours  after  the  dose.  Again,  we  believe 
that  these  additional  data  points  were  essential  in  enabling  us 
to  conduct  the  extensive  analysis  of  pharmacodynamics  outlined 
below. 


3.2  Description  of  Population  of  Subjects 

During  tine  course  of  the  study,  a  total  of  two  newspaper 
advertisements  were  placed.  Sixty-six  men  responded  and,  of  this 
group,  24  were  entered  into  the  study.  Reasons  for  rejecting 
potential  subjects  were: 

66  Scheduled  for  screening 

-24  Failed  to  keep  scheduled  appointment 
42  Seen  at  Jcrihns  Hopkins  Hospital 

-12  Abnormal  screening  laboratory  tests 
-  4  Changed  mind,  moved,  etc. 

26  Examined  by  physician 

-2  Failed!  history  or  physical  exam 
24  Admitted  to  Johns  Hopkins  Hospital  and  entered  the  study 
24  Completed  ,'Study 
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Of  the  24  who  completed  the  study,  4  were  white  and  20  were 
black.  The  average  age  was  26.4  years  and  ranged  from  19  to  35 
years.  Relevant  vital  statistics  of  the  volunteers  are  listed  in 
Table  3.  Creatinine  clearance  was  estimated  from  the 
Cockcroft-Gault  formula  (23)  using  the  average  of  three 
in-hospital  serum  creatinine  determinations  for  the  serum 
creatinine  concentration. 

3.3  Clinical  Results 

3.3.1  Symptomatic 

The  subjects  tolerated  the  administration  of 
pyridostigmine  very  well  and  none  complained  of  any  side  effect 
with  either  the  intravenous  or  oral  administration  of  the  drug. 

In  particular,  there  were  no  complaints  of  nausea,  abdominal 
discomfort,  change  in  bowel  habits,  muscle  aching  or  tenderness, 
weakness,  tremor,  or  any  other  neuromuscular  complaint. 

3.3.2  Pulse 

No  patterns  of  pulse  change  were  consistently  or 
predominantly  seen  in  the  subjects  with  administration  of  either 
intravenous  or  oral  pyridostigmine.  The  pulse  results  appeared 
to  be  completely  random  and  appeared  to  have  no  correlation  with 
plasma  pyridostigmine  concentrations  or  with  the  degree  of 
erythrocyte  acetylcholinesterase  inhibition. 
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3.3.3  Coordination  Testing 

There  was  no  change  in  coordination  testing 
compared  to  the  baseline  performance  for  any  of  the  volunteers 
during  or  after  administration  of  either  intravenous  or  oral 
pyridostigmine.  It  should  be  noted  that  the  coordination  testing 
used  was  limited  in  its  capacity  to  identify  abnormalities.  More 
refined  and  accurate  methods  of  measuring  coordination  would  need 
to  be  employed  in  order  to  identify  subtle  changes  in 
coordination. 

3.3.4  Hand  Grip 

As  was  the  case  with  the  pulse  measurements, 
there  was  no  recognizable  or  predominant  pattern  of  change  in 
hand  grip  for  the  subjects  following  administration  of  pyrido¬ 
stigmine.  Not  only  was  there  little  in  common  from  one  subject 
to  the  next,  but  there  were  also  occasional  discrepancies  in  the 
pattern  of  strength  change  over  the  period  of  observation  in  one 
hand  compared  to  the  other  in  the  same  subject.  The  hand  grip 
testing  was  accomplished  only  for  the  first  10  subjects  and  was 
not  done  for  the  remainder  because  of  technical  difficulties  with 
the  hand  grip  measuring  device. 

3.3.5  Laboratory 

3. 3. 5.1  Liver  Function  Tests 

The  serum  aspartate  aminotransferase 
(AST)  levels  increased  in  two  subjects  to  a  substantial  degree 
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and  above  the  upper  level  of  normal  (35  units/liter)  after  their 
second  exposure  to  pyridostigmine,  which  in  both  cases  was  the 
intravenous  dose.  The  levels  increased  from  20  to  44  units  per 
liter  in  one  subject  and  from  19  to  44  units  per  liter  in  the 
other.  In  only  one  of  these  subjects  was  the  serum  alanine 
aminotransferase  (ALT)  level  found  to  increase  as  well, 
increasing  from  a  predrug  level  of  12  to  a  level  of  36  units  per 
liter,  24  hours  after  the  intravenous  (second)  dose.  (The  upper 
limit  of  normal  is  30  units/liter) .  One  other  subject  had  a 
substantial  increase  in  the  serum  alanine  aminotransferase  in  the 
absence  of  a  corresponding  increase  in  the  serum  aspartate 
aminotransferase  to  an  abnormal  level.  In  this  individual  the 
ALT  increased  from  19  to  36  units  per  liter,  again  following  the 
second  exposure  to  pyridostigmine,  which  was  the  intravenous 
dose.  No  other  subject  had  a  noteworthy  change  in  the  serum 
transferases,  and  no  subject  had  a  significant  change  in  alkaline 
phosphatase,  serum  cholesterol,  total  protein,  serum  albumin, 
direct  or  total  bilirubin.  The  serum  lactic  dehydrogenase  (LDH) 
increased  modestly  in  one  subject  from  a  predrug  level  of  195  to 
a  peak  of  224  units  per  liter  after  the  first  (oral)  dose  of 
pyridostigmine  and  was  back  to  normal  24  hours  after  the  second 
(intravenous)  dose  of  pyridostigmine,  to  a  level  of  170  units  per 
liter.  (The  upper  limit  of  normal  is  200  units/liter.)  The 
subject  with  the  increase  in  LDH  did  not  have  an  increase  in 
either  of  the  transferases.  Thus,  while  the  LDH  may  arise  from 
the  liver  in  some  cases,  it  may  originate  from  other  organs  and 
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there  was  no  corroborative  evidence  suggesting  that  the  liver  was 
the  source  of  this  subject's  minimal  elevation. 

3. 3. 5. 2  Creatine  Kinase 

The  creatine  kinase  was  monitored  in 
hopes  of  using  it  as  a  sensitive  and  fairly  specific  indicator  of 
muscle  cell  damage.  Interestingly,  the  creatine  kinase  level  was 
well  above  normal  in  at  least  half  of  the  subjects  prior  to 
receiving  either  formulation  of  pyridostigmine,  and  in  most  cases 
gradually  fell  over  the  course  of  the  five  day  admission, 
consistent  with  muscle  cell  injury  prior  to  admission  to  the 
hospital  and  gradual  recovery  over  the  course  of  the 
hospitalization.  It  is  our  impression  that  these  elevations 
probably  represent  minor  to  modest  degrees  of  muscle  fiber  damage 
as  a  result  of  strenuous  exercise,  physical  exertion  during 
gainful  labor,  or  minor  degrees  of  trauma  suffered  by  our 
volunteers  prior  to  admission.  Only  one  subject  had  a  remarkable 
increase  in  the  creatine  kinase.  This  individual  had  an  increase 
from  a  level  of  94  units  per  liter  24  hours  after  the  first 
(oral)  dose  of  pyridostigmine  to  a  peak  of  2,060  units  per  liter 
24  hours  after  the  second  (intravenous)  dose.  As  was  mentioned 
above,  neither  this  subject  nor  any  others  complained  of  symptoms 
suggestive  of  muscle  injury,  such  as  soreness,  stiffness,  or 
aching.  Two  other  subjects  had  very  modest  elevations  of 
creatine  kinase  following  their  second  administration  of  pyrido¬ 
stigmine,  in  one  case  the  administration  being  oral  and  in  the 
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other  case  the  administration  being  intravenous.  In  neither  of 
these  two  subjects,  however,  was  the  increase  nearly  so 
impressive  as  that  of  the  first  subject  described  above. 
Therefore,  we  believe  that  the  substantial  elevation  of  creatine 
kinase  in  the  one  volunteer  may  be  evidence  for  subclinical 
muscle  injury  in  response  to  intravenous  pyridostigmine,  but  the 
elevations  seen  in  the  other  two  subjects  were  clinically 
insignificant. 


3. 3. 5. 3  Other  Clinical  Chemistry  Tests 

No  subject  had  an  abnormality  of  any  of 
the  other  monitored  chemistry  tests  mentioned  above  under 
"Methods . " 


3. 3. 5. 4  Hematological  Testing 

Three  of  the  subjects  had  very  mild 
reductions  in  their  hemoglobin  concentrations  and  hematocrits 
over  the  course  of  the  study.  The  magnitude  of  these  changes, 
however,  was  consistent  with  the  phlebotomies  being  performed  to 
obtain  blood  samples  for  monitoring  and  outcome  measurements.  No 
remarkable  changes  in  white  blood  cell  count  occurred.  Two 
subjects  developed  a  very  mild  relative  eosinophilia  in  the 
absence  of  symptoms  or  signs  of  hypersensitivity.  There  were  no 
significant  elevations  of  reticulocyte  count  over  the  course  of 
the  study . 
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3. 3. 5. 5  Electrocardiograms 

There  were  no  significant  changes  in 
electrocardiograms  following  any  dose  of  pyridostigmine.  The 
only  noteworthy  changes  were  mild  changes  in  electrical  axis  and 
non-specific  ST-T  wave  changes,  both  of  which  might  be  due  to 
expected  intrasubject  variability,  though  a  drug  effect  cannot  be 
excluded. 


3.3.6  Clinical  Conclusions 

It  is  our  view  that  the  subjects  tolerated  the 
administration  of  pyridostigmine  in  both  the  oral  and  intravenous 
forms  very  well.  The  minimal  elevations  of  transferases  in  3  of 
the  subjects  were  not  clinically  worrisome.  The  substantial 
elevation  of  creatine  kinase  in  one  subject  is  the  only 
observation  of  clinical  importance  and  could  possibly  be  related 
to  an  increased  propensity  for  muscle  cell  damage  in  response  to 
intravenous  pyridostigmine  in  this  volunteer.  Further  evaluation 
of  this  observation,  both  in  this  subject  and  in  others,  would  be 
warranted  in  our  view.  In  our  opinion,  this  single  observation 
does  not  constitute  grounds  for  any  more  specific  action  than  to 
continue  our  close  observation  of  this  parameter. 

3.4  Pharmacokinetics  and  Pharmacodynamics 
3.4.1  Pharmacokinetics 

Data  from  the  18  volunteers,  07-24,  who  received 
1.32  mg  of  pyridostigmine  bromide  intravenously  and  16  mg  orally 
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were  analyzed.  The  times  the  samples  were  obtained  during  and 
after  the  intravenous  infusion  are  listed  in  Table  4.  Measured 
plasma  pyridostigmine  base  concentrations  are  found  in  Table  5. 
Plasma  concentrations  of  pyridostigmine  rose  rapidly  during  the 
intravenous  infusion  and  declined  once  the  infusion  had  stopped. 
Plasma  concentrations  were  no  longer  measurable  six  hours  after 
beginning  the  infusion  (Figure  2  and  Tables  4  and  5) . 
Concentrations  during  and  after  the  infusion  were  quite  vari¬ 
able.  Coefficients  of  variation  at  each  sample  time  were  greater 
than  25%.  Peak  concentrations  at  the  end  of  the  infusion  varied 
as  much  as  fourfold.  During  the  phase  of  declining 
concentrations  variations  were  somewhat  less  but  still 
substantial.  Individual  plasma  concentration  curves  are  depicted 
in  Figures  2a,  2c,  and  2e. 

Pyridostigmine  concentrations  following  the  dose  of  oral 
syrup  rose  slowly,  often  after  a  short  time  delay  (Tables  6  and 
7) .  The  mean  plasma  concentrations  were  nearly  constant  from  one 
to  three  and  a  half  hours  after  dosing  and  then  declined  slowly 
over  time.  At  ten  hours  after  the  dose  pyridostigmine  was  still 
detectable  in  some  subjects  (Table  7  and  Figures  2b,  2d,  2f) . 
Variations  between  subjects  were  greater  following  oral  dosing 
than  following  intravenous  dosing  (Figures  2a-2f) .  Coefficients 
of  variation  were  greater  than  32%  at  each  time.  In  some 
subjects  there  was  rapid  absorption  with  a  high  peak 
concentration  of  pyridostigmine  achieved  and  a  relatively  rapid 
decline  (e.g.,  Subject  18)  while  in  other  subjects  absorption  was 
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delayed,  the  peak  level  was  later  and  the  decline  slower  (e.g., 
Subject  16) . 

The  approach  of  fitting  the  oral  and  intravenous  data 
simultaneously  predicted  the  actual  plasma  concentration  data 
using  a  two-compartment  open  model  with  different  types  of  drug 
entry  depending  upon  the  route  of  administration.  The  sum  of  the 
weighted  squared  residuals  and  the  correlations  between  the 
calculated  and  actual  data  points  for  each  subject  for  both 
routes  of  administration  are  shown  in  Table  8.  There  was  little 
difference  between  the  means  of  the  sum  of  the  weighted  squared 
residuals  for  the  oral  and  intravenous  routes  of  administration. 
Correlation  coefficients  were  generally  high,  usually  above  0.9. 
The  correlation  between  the  calculated  and  observed  data  for  the 
intravenous  route  was  higher  than  that  for  the  oral  route  (p 
<0.002,  paired  t-test) .  Several  factors  in  the  design  and  anal¬ 
ysis  of  the  trial  may  be  responsible  for  this.  First,  more  data 
points  were  collected  during  intravenous  dosing  than  during  the 
oral  dosing  and  plasma  concentrations  tended  to  be  higher, 
reducing  the  problems  created  by  low  measured  values  approaching 
the  sensitivity  of  the  assay.  In  this  way  the  weighting 
procedure  may  have  been  biased  toward  the  intravenous  dosing. 
Second,  an  assumption  was  required  to  model  the  kinetics  of  the 
oral  dose,  i.e.,  first-order  absorption  of  drug,  which  was  not 
needed  for  the  intravenous  data.  The  absorption  of 
pyridostigmine  may,  in  fact,  not  follow  strictly  first-order 
kinetics,  in  which  case  the  actual  and  estimated  concentrations 
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would  be  expected  to  differ.  For  the  intravenous  dosing,  the 
infusion  was  a  constant  one  and  modelled  as  such.  In  the  few 
subjects  where  unusual  concentration  profiles  occurred  during  the 
infusion,  the  model  was  modified  (see  2.6.1).  Finally,  estimates 
of  three  parameters  were  obtained  from  the  data  following  the 
oral  dose  in  addition  to  the  estimates  derived  from  both  the 
intravenous  and  oral  data.  The  requirement  of  seven  as  opposed 
to  four  parameter  estimates  may  have  introduced  a  greater 
discrepancy  between  the  actual  and  estimated  plasma 
concentrations  for  the  oral  dosing. 

The  estimates  of  the  pharmacokinetic  microconstants  for  each 
subject  are  detailed  in  Table  9.  Due  to  the  simultaneous  fit, 
there  is  only  a  single  estimate  for  each  of  the  microconstants. 
For  each  constant  a  wide  variation  between  subjects  exists,  the 
standard  deviation  of  the  estimate  being  greater  than  50%  of  the 
average  estimate  in  all  cases  except  for  the  bioavailability. 

The  pharmacokinetic  macroconstants,  derived  from  the  micro¬ 
constants,  are  shown  in  Table  10.  As  in  the  case  of  the  micro¬ 
constants,  there  is  great  variation  between  subjects.  The 
coefficient  of  variation  is  greater  than  40%  for  each  constant. 
The  variability  in  the  magnitude  of  these  constants  is  reflected 
in  the  calculated  areas  under  the  concentration-time  curves  and 
the  plasma  clearances  of  pyridostigmine  as  well.  The  values  for 
each  subject  are  depicted  in  Table  11.  Coefficients  of  variation 
of  about  30%  were  present  in  the  areas  under  the  concentration¬ 
time  curves  following  both  intravenous  and  oral  dosing.  There 
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was  a  similar  variation  in  the  calculated  total  plasma 
clearances.  Adjusting  the  total  clearance  for  body  weight  or  for 
renal  function  (estimated  creatinine  clearance)  did  not  reduce 
the  coefficient  of  variation. 

The  results  of  this  study  are  similar  to  data  collected  by 
others  who  studied  smaller  numbers  of  subjects.  Aquilonius  et 
al.  studied  the  intravenous  kinetics  of  2.5  mg  of  pyridostigmine 
bromide  given  to  2  subjects  (24) .  Total  clearance  of  drug  was 
806  and  828  ml  per  minute  or  10.6  and  10.9  ml/min/kg.  The  plasma 
half-life  of  drug  was  1.7  and  1.3  hours.  Calvey  and  coworkers 
studied  10  patients  after  administering  intravenously  3.65  mg  of 
pyridostigmine  bromide  per  70  kg  body  weight  (25) .  Clearance  of 
drug  in  these  patients  averaged  16.3  ml/min/kg  with  a  range  of 
9.3  to  26.5.  Since  the  body  weights  of  the  individual  subjects 
were  not  provided  in  their  report,  the  values  for  the  total 
clearances  not  normalized  for  weight  cannot  be  calculated  from 
the  data.  The  beta  half-life  averaged  0.38  hours,  ranging  from 
0.25  to  0.62  hours.  The  results  of  the  current  study  (mean  total 
clearance  of  779  ml/min  with  a  range  of  382  to  1511  ml/min)  are 
similar  to  the  data  above.  When  corrected  for  body  weight,  the 
present  data  yield  a  mean  clearance  of  10.3  ml/min/kg,  a  value 
similar  to  that  obtained  by  the  others.  Likewise,  our  mean  beta 
rate  constant  is  0.768  per  hour  which  translates  to  a  beta 
half-life  of  0.90  hours,  a  value  well  within  the  range  of  the 
earlier  data.  As  all  these  studies  were  performed  with  different 
doses  of  pyridostigmine,  it  appears  likely  that  the  clearance  of 
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intravenous  pyridostigmine  is  independent  of  dose. 

The  variance  in  the  total  clearance  estimates  among  our 
subjects  is  not  reduced  by  normalizing  drug  clearance  for  the 
estimated  creatinine  clearance,  suggesting  that  total  pyrido¬ 
stigmine  clearance  is  either  largely  non-renal  or  that  renal 
pyridostigmine  excretion  is  not  highly  correlated  with  the 
glomerular  filtration  rate,  at  least  in  subjects  with  normal 
renal  function.  For  subjects  17  through  24,  urine  was  collected 
for  24  hours  following  dosing  and  assayed  for  pyridostigmine  base 
using  a  modification  of  the  assay  for  plasma  (22)  .  Amounts  of 
pyridostigmine  base  excreted  during  each  collection  period  are 
displayed  in  Table  12.  Pyridostigmine  was  detectable  in  the 
urine  within  one  hour  after  both  intravenous  and  oral  dosing. 

The  amount  of  pyridostigmine  excreted  declined  rapidly  with  time 
after  intravenous  dosing  but  persisted  somewhat  longer  after  oral 
dosing.  The  amounts  of  pyridostigmine  excreted  were  variable 
among  subjects,  ranging  from  33.8  to  84.9%  of  the  intravenous 
dose  and  from  4.8  to  19.8%  of  the  oral  dose  (Table  13).  These 
urinary  recoveries  are  similar  in  magnitude  and  variability  to 
those  found  by  Nowell  et  al.  (26),  who  studied  5  patients  with 
myasthenia  gravis  receiving  180  to  3600  mg  of  pyridostigmine 
bromide  daily.  Urinary  excretion  of  intact  pyridostigmine  ranged 
from  2  to  16%  of  the  dose  with  as  much  as  70%  variation  on 
different  study  days.  Somani  et  al.  recovered  9.4%  of  the 
pyridostigmine  dose  in  the  urine  in  the  one  patient  they  studied 
(27)  . 
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Renal  clearances  calculated  using  the  fractional  excretion  of 
pyridostigmine  after  intravenous  dosing  times  the  total  clearance 
are  tabulated  in  Table  14.  Renal  clearance  estimates  range  from 
215  to  854  ml/min  with  a  mean  of  430  ml/min.  All  exceed  the 
creatinine  clearance  of  the  subjects,  implying  renal  secretion  of 
pyridostigmine.  The  renal  clearance  estimates  in  this  study  are 
of  similar  magnitude  to  those  obtained  by  Chan  and  Calvey  (28) 
except  for  two  high  values  of  854  and  694  ml/min.  These 
clearance  rates,  approaching  renal  plasma  flow,  are  unexplained. 
The  magnitude  of  the  clearance  values  is  consistent  with  the 
hypothesis  that  pyridostigmine  is  secreted  by  the  secretory 
system  for  organic  bases  which  resides  in  the  kidneys.  This 
pathway  is  located  in  the  proximal  renal  tubule  and  actively 
transports  organic  cations,  including  primary,  secondary, 
tertiary  and  quaternary  amines,  in  the  direction  of  excretion 
(29) .  Renal  clearance  of  such  compounds  can  approximate  renal 
plasma  flow.  Within  the  cationic  system,  however,  there  can  be 
competition  between  compounds  for  excretion,  including  endogenous 
compounds,  presumably  mediated  by  competition  for  the  putative 
carrier  protein  (29) .  The  observation  by  Chan  and  Calvey  that 
the  renal  secretion  of  pyridostigmine  was  reduced  in  two  patients 
who  were  being  treated  concurrently  with  a  basic  drug  (28)  is 
also  consistent  with  transport  by  the  cationic  transport  system. 

Little  prior  information  exists  on  the  bioavailability  of 
oral  pyridostigmine.  Aquilonius  et  al.  studied  2  patients  to 
whom  they  administered  120  mg  of  pyridostigmine  bromide  in  the 
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fasting  state  (24).  The  dosage  form  of  the  drug  was  not 
identified  in  their  article.  Pyridostigmine  was  5.1  and  11.4 
percent  bioavailable  in  these  subjects.  Breyer-Pfaff  et  al. 
administered  60  mg  of  pyridostigmine  bromide  as  a  dragee  30 
minutes  after  a  standard  meal  (30).  They  found  the  drug  to  be 
14.3%  available  with  a  range  of  11.5  to  18.9  percent  in  the  10 
patients  studied.  A  much  smaller  dosage  of  drug,  16  mg,  was  to 
be  used  in  the  current  study,  and  assay  of  the  syrup  plus 
determination  of  the  weight  of  syrup  administered  revealed  the 
actual  dose  to  be  an  average  of  14.8  mg  (Appendix  A).  Bioavail¬ 
ability  was  much  higher  with  this  dose  than  the  doses  mentioned 
above,  ranging  from  14.7  to  51.1  percent  with  a  mean  of  29.2 
percent.  These  data  suggest  that  the  fractional  absorption  of 
pyridostigmine  decreases  as  the  size  of  the  dose  is  increased. 
However,  the  absolute  amount  of  drug  absorbed,  calculated  as  the 
product  of  the  dose  administered  times  the  bioavailability,  does 
increase  with  increasing  dose  (with  the  caveat  that  different 
dosage  forms  and  different  conditions  were  present  in  each 
study) .  When  the  administered  dose  is  calculated  in  milligrams 
of  pyridostigmine  base,  the  amount  of  drug  given  to  volunteers  in 
the  three  trials  was  83.3,  41.6  and  10.3  mg,  respectively.  The 
average  amount  of  drug  absorbed  was  6.8,  6.0  and  2.9  mg,  respec¬ 
tively,  with  considerable  scatter  within  each  study.  The  data 
are  depicted  in  Figure  3.  Absorption,  therefore,  is  not  directly 
proportional  to  the  dose.  Even  excluding  the  highest  dosage,  a 
fourfold  dosage  increment  produced  only  a  twofold  increase  in 
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absorbed  drug.  The  curve  may  also  bend  (although  data  are 
limited)  which  hints  at  capacity-limited  absorption  of  drug. 

Systemic  availability  of  pyridostigmine  also  can  be  estimated 
from  the  recovery  of  intact  drug  in  the  urine.  Bioavailability 
calculated  in  this  manner  is  listed  in  Table  14  and  compared  with 
the  values  obtained  from  the  pharmacokinetic  parameter  estimation 
(Table  9).  In  general,  the  bioavailability  calculated  from  the 
urinary  data  is  lower  (7  of  8  subjects) ,  suggesting  a  systematic 
error.  The  cause  of  this  is  not  certain.  One  possibility  is 
that  pyridostigmine  decomposed  in  the  urine  during  the  collection 
process.  This  might  be  expected  to  be  greatest  in  the  8-24  hour 
specimen.  As  shown  in  Table  12,  urinary  excretion  after 
intravenous  dosing  was  rapid,  and  nearly  complete  by  the  end  of  8 
hours,  while  urinary  excretion  after  oral  dosing  showed  greater 
amounts  in  the  later  collections  compared  to  intravenous  dosing. 
Thus,  if  there  were  decay  of  pyridostigmine  in  the  urine  during 
the  8-24  hour  collection,  the  end  result  would  be  an 
underestimation  of  excretion  predominantly  after  oral  dosing, 
thus  underestimating  bioavailability. 

The  limited  degree  of  absorption,  the  hint  of  capacity- 
limited  absorption,  and  the  positive  charge  on  the  pyridostigmine 
moiety  all  suggest  that  passive  diffusion  across  the  gastro¬ 
intestinal  membrane  is  not  the  mechanism  for  absorption  of 
pyridostigmine.  Solubilization  of  drug  is  unlikely  to  be  a 
problem  since  pyridostigmine  is  a  charged  molecule  which  is  very 
soluble  in  an  aqueous  environment.  Two  mechanisms,  closely 
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related,  which  could  account  for  both  the  variation  in  avail¬ 
ability  between  subjects  at  the  same  dose  and  for  the  apparent 
saturation  in  absorption  with  increasing  dose  can  be  postulated. 
The  first  invokes  a  saturable  transport  mechanism,  either  active 
transport  or  facilitated  diffusion.  Variations  in  the  capacity 
or  affinity  of  the  transport  system  for  pyridostigmine  could 
result  in  differences  in  availability.  Second,  there  might  be 
compounds  within  the  gastrointestinal  tract,  possibly  endogenous, 
which  are  transported  by  the  same  system.  These  compounds  might 
then  compete  with  pyridostigmine  for  uptake;  differences  in  the 
amounts  of  competing  compounds  from  subject  to  subject  would 
produce  the  variation  in  availability.  Since  all  bioavailability 
studies  were  conducted  with  the  subjects  fasted  at  least  8  hours, 
food  was  not  a  factor  in  this  study. 

The  small  rate  constant  of  absorption  (mean  equal  to 
0.373/hr)  which  is  equivalent  to  a  half-time  of  absorption  of 
1.86  hours,  is  also  consistent  with  a  capacity-limited  transport 
process.  Again,  drug  solubility  is  not  likely  to  be  an  issue. 
Given  in  solution,  pyridostigmine  should  be  accessible  to 
membranes  almost  immediately.  Arrival  at  the  absorption  site  and 
crossing  the  membrane  must  be  the  rate  limiting  steps.  The  time 
lag  for  absorption  to  begin,  averaging  over  twenty  minutes, 
represents  the  time  required  to  arrive  at  the  membrane  transfer 
site,  and  variations  in  gastrointestinal  motility  might  be 
responsible  for  the  large  differences  observed  in  the  time 
necessary  to  initiate  absorption.  Alternatively,  the  transport 
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hypotheses  postulated  earlier  could  account  for  some  of  the 
observed  differences  in  the  delay  of  absorption. 

3.4.2  Pharmacodynamics 

Following  pyridostigmine  administration 
inhibition  of  erythrocyte  acetylcholinesterase  occurred. 
Inhibition  increased  rapidly  during  the  intravenous  infusion, 
reaching  a  mean  of  30%  at  the  end  of  the  30-minute  infusion 
(Table  15) .  Enzyme  inhibition  declined  thereafter,  and  six  hours 
after  dosing  the  enzyme  activity  had  returned  to  baseline.  The 
degree  of  inhibition  at  the  end  of  the  infusion  varied  almost 
twofold,  from  22%  to  39%.  Later,  more  than  one  and  a  half  hours 
after  the  onset  of  the  infusion,  inhibition  varied  by  as  much  as 
threefold,  though  the  absolute  differences  between  subjects  were 
less,  no  more  than  11%.  The  mean  inhibition  as  a  function  of 
time  is  shown  in  Figure  4,  with  data  of  individual  patients 
depicted  in  Figures  4a,  4c,  and  4e. 

Inhibition  of  erythrocyte  acetylcholinesterase  following  oral 
pyridostigmine  developed  less  rapidly  (Table  16  and  Figure  4). 
There  was  a  gradual  rise  in  mean  inhibition  with  the  peak 
occurring  at  three  hours  after  dosing.  Inhibition  was  nearly 
constant,  however,  from  1.3  to  4.0  hours.  Thereafter,  the 
proportion  of  enzyme  inhibited  declined  so  that  10  hours  after 
dosing  the  mean  inhibition  was  only  6%.  At  24  hours,  the  next 
sample  time,  no  inhibition  was  measured.  Variations  from  subject 
to  subject  in  the  amount  of  inhibition  achieved  were  greater 
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during  the  oral  dosing  than  during  the  intravenous  dosing 
(Figures  4b,  4d  and  4f  and  Tables  15  and  16) .  Differences 
between  maximum  and  minimum  amounts  of  inhibition  at  each  sample 
time  ranged  from  10  to  20%.  At  times  later  than  4  hours  after 
the  oral  dose,  some  subjects  had  three  to  four  times  as  much 
enzyme  inhibition  as  others.  Ten  hours  after  dosing,  inhibition 
ranged  from  2  to  11%  of  baseline  enzyme  activity. 

Inhibition  of  erythrocyte  acetylcholinesterase  above  20%  was 
more  effectively  prolonged  after  oral  dosing  than  after 
intravenous  administration.  During  the  intravenous  dose  at  least 
20%  inhibition  was  reached  in  all  subjects.  After  the  infusion 
was  completed,  however,  the  degree  of  inhibition  fell  rapidly. 

By  1.17  hours  after  the  end  of  the  infusion,  inhibition  was  less 
than  20%  in  all  subjects  (Table  15) .  The  mean  duration  of 
inhibition  greater  than  20%  was  only  0.49  hours  (Table  17).  The 
longest  duration,  observed  in  Subject  12,  was  only  1.08  hours. 

In  contrast,  after  the  oral  dose,  inhibition  of  erythrocyte 
acetylcholinesterase  remained  greater  than  20%  for  an  average  of 
2.62  hours  (Table  18).  Variability  of  inhibition  was  greater 
with  oral  than  with  intravenous  administration.  After  oral 
dosing,  inhibition  over  20%  was  present  at  only  one  measurement 
in  Subject  9  (Table  16) ,  while  inhibition  greater  than  20%  was 
present  for  5  hours  in  Subject  14  (Table  18) .  The  maximal 
inhibition  of  erythrocyte  acetylcholinesterase  in  each  subject 
for  each  dosage  form  is  provided  in  Tables  19  and  20.  The  mean 
time  to  peak  inhibition  was  2.5  hours  after  oral  dosing  (Table 
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20) ,  while  in  all  cases  but  one  (Subject  9)  the  peak  inhibition 
with  intravenous  dosing  was  seen  at  0.5  hours,  corresponding  to 
the  end  of  the  infusion  (Table  15) . 

For  both  the  intravenous  and  oral  dosing,  the  fraction  of  red 
blood  cell  acetylcholinesterase  inhibition  was  plotted  against 
the  concentration  of  pyridostigmine  in  the  plasma  (Figure  5a  and 
5b) .  When  the  data  points  were  connected  in  order  of  time  after 
dosing,  an  anticlockwise  loop  was  obtained.  A  loop  in  this 
direction  suggests  that  the  effect  of  the  drug  is  delayed 
relative  to  the  plasma  concentration  of  the  drug.  The  area 
within  the  hysteresis  loop  for  both  doses  for  each  patient  was 
calculated.  The  mean  area  in  the  loop  following  the  intravenous 
dose  and  the  mean  area  in  the  loop  following  the  oral  dose  were 
each  significantly  greater  than  zero.  In  addition,  the  area  of 
the  loop  during  the  intravenous  dose  was  greater  than  that  from 
the  oral  dose.  Data  of  individual  subjects  are  detailed  in 
Table  21. 

Since  the  above  plots  suggested  a  delay  in  the  effect  of  the 
drug,  we  employed  an  effect  compartment  model  to  explain  the 
delay.  The  pharmacokinetic  equations  previously  described  were 
used  to  estimate  pyridostigmine  in  the  effect  compartment.  Using 
the  oral  and  intravenous  inhibition  data  simultaneously,  we 
sought  the  KE0  and  the  IC50  concentration  of  pyridostigmine  which 
best  described  the  data. 

The  ability  to  fit  the  data  to  this  model  was  quite  good 
(Table  22) .  Correlations  between  the  predicted  inhibition  and 
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observed  inhibition  were  above  0.8  in  all  instances  and  in  the 
majority  of  cases  above  0.9.  The  estimates  had  slightly  higher 
correlations  with  the  intravenous  data  than  the  oral  data  but  the 
difference  was  not  significant.  The  sum  of  the  weighted  squared 
residuals  was  small  in  all  instances  of  fitting  the  intravenous 
data  and  in  most  instances  for  fitting  the  oral  data.  The 
estimate  was  particularly  high  for  the  oral  dosing  of  patient  10 
for  reasons  not  apparent.  Curve  fittings  of  the  oral  data  were 
not  as  good  as  those  for  the  intravenous  data.  This  may  be  due 
in  part  to  the  fact  that  the  equations  for  the  pyridostigmine 
concentrations  did  not  describe  the  actual  oral  data  as  well  as 
they  did  the  intravenous  data. 

The  mean  KE0,  or  rate  constant  of  elimination  from  the  effect 
compartment,  was  3.42  per  hour,  equivalent  to  a  half-time  at 
steady  state  in  the  effect  compartment  of  0.2  hours  (Table  23). 
There  was  a  greater  than  fourfold  variation  in  the  magnitude  of 
the  estimates  of  this  constant,  from  1.22  to  5.76  per  hour. 

These  rate  constants  are  equivalent  to  a  half-time  of  effect  of 
0.57  and  0.12  hours,  respectively.  The  concentration  of  pyrido¬ 
stigmine  in  the  plasma  which  would  produce  50%  inhibition  of 
effect  at  steady  state,  the  IC50,  also  varied.  The  mean  of  the 
estimates  was  29.5  ng/ml .  Individual  estimates,  however,  ranged 
from  17.3  to  41.1  ng/ml,  a  2.5-fold  difference. 

This  analysis  suggests  that  there  are  significant 
interindividual  differences  in  the  sensitivity  of  erythrocyte 
acetylcholinesterase  to  pyridostigmine.  These  differences  are 
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■anifest  both  in  the  time  it  would  take,  at  a  constant 
pyridostigmine  concentration,  to  achieve  steady  state  inhibition 
of  enzyme  and  also  in  the  amount  of  pyridostigmine  required  in 
the  plasma  to  produce  a  given  amount  of  inhibition  of  the 
erythrocyte  acetylcholinesterase.  In  the  first  instance,  since 
three  to  five  half-lives  are  required  to  reach  steady  state,  one 
would  expect  that  it  would  take  from  20  minutes  to  2.5  hours  to 
actiieve  steady  state  inhibition  of  enzyme,  depending  on  the  rate 
constant  of  elimination  (KE0)  from  the  effect  compartment. 
Regarding  the  IC50  variability,  if  the  pharmacokinetic  parameters 
were  identical  in  a  group  of  subjects,  some  subjects  would  still 
retquire  2.5  times  as  much  drug  to  produce  a  given  effect  as 
others.  Those  with  low  IC50's  would  be  sensitive  to  the  drug  and 
woiuld  require  lower  doses,  while  those  with  elevated  IC50's  would 
reiquire  larger  amounts  of  drug. 

The  effect  compartment  analysis,  while  useful,  is  not  a 
completely  accurate  representation  of  the  interaction  between 
pyridostigmine  and  the  erythrocyte  acetylcholinesterase.  The 
interaction  is  not  really  reversible,  at  least  in  the  classical 
sense  of  almost  instantaneous  association  and  dissociation  of 
emzyme  with  inhibitor.  After  carbamylation  the  hydrolysis, 
equivalent  to  dissociation,  is  delayed.  Furthermore,  since  the 
red  blood  cell  is  circulating  in  the  plasma,  the  interaction 
between  drug  and  enzyme  should  occur  in  the  central,  highly 
perfused,  kinetic  compartment.  Given  these  conditions,  it  seemed 
reasonable  to  model  the  interaction  between  enzyme  and  drug 
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producing  enzyme  inhibition  using  available  information  about  the 
biochemistry  of  the  enzyme.  It  was  assumed  that  separate  rate 
constants  describe  the  inactivation  of  enzyme  by  pyridostigmine 
and  the  reactivation  of  inactivated  enzyme  by  hydrolysis.  These 
two  constants  were  denoted  K  inactivation  (KIN)  and  K 
reactivation  (Kre)  ,  respectively.  Attempts  at  fitting  the 
observed  inhibition  data  to  the  model  using  the  data  from  both 
the  intravenous  and  oral  doses  simultaneously  were 
unsuccessful;  the  inhibition  which  occurred  at  late  time  points 
following  oral  dosing  could  not  be  accurately  estimated. 

However,  when  separate  estimates  were  produced  from  the  oral 
dosing  and  from  the  intravenous  dosing,  reasonable  estimations  of 
acetylcholinesterase  inhibition  could  be  produced.  As  in  the 
case  of  the  effect  model,  estimates  of  the  effect  following  the 
intravenous  dose  were  marginally  better  than  the  estimates  for 
the  effects  after  the  oral  dose.  Sums  of  the  weighted  squared 
residuals  were  small  for  both  routes  of  administrations  and  in 
all  patients.  Correlation  coefficients  for  the  relationship 
between  the  observed  and  predicted  inhibition  were  greater  than 
0.9  in  all  cases  but  one.  Correlation  coefficents  were  higher 
for  the  estimates  of  the  intravenous  effects  than  for  the  oral 
(p  <0.02  by  paired  t-test) .  The  data  for  the  "goodness  of  fit" 
to  this  model  for  each  subject  are  detailed  in  Table  24. 

Two  estimates  of  each  biochemical  rate  constant,  one  from  the 
intravenous  dosing  and  one  from  the  oral  dosing,  were  obtained 
for  every  subject  and  averaged  (Table  25) .  The  two  estimates  for 
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each  constant  in  each  patient  were  generally  similar. 
Nevertheless,  the  estimates  in  two  subjects  (10  and  19)  using  the 
data  obtained  after  oral  administration  of  drug  were  clearly  at 
variance  with  the  34  other  estimates.  The  reasons  for  this  are 
not  apparent.  Subject  10  had  unusual  pharmacokinetics  with  a 
much  greater  plasma  clearance  of  pyridostigmine  than  the  other 
volunteers.  The  parameter  estimate  for  KIH  generated  from 
Subject  10' s  intravenous  data  is  the  largest  estimate  from  the 
intravenous  data,  but  the  estimate  for  Krj  is  not  substantially 
different  from  those  generated  in  the  other  subjects.  The 
estimate  of  the  constants  in  Subject  19  from  the  data  following 
intravenous  dosing  of  pyridostigmine  and  the  pharmacokinetics  of 
pyridostigmine  appear  similar  to  the  estimates  in  the  other 
subjects.  The  two  aberrant  results  have  been  excluded  from  the 
computation  of  the  estimates  of  the  mean  and  standard  deviation 
of  Kin  and  K^.  Whether  the  two  unusual  values  are  a  consequence 
of  the  curve  fitting  process  and  thereby  artifactual,  or  whether 
they  represent  some  unusual  occurrence  during  the  oral  dosing  of 
these  two  subjects,  is  not  known. 

Excluding  the  aberrant  results  of  Subjects  10  and  19  as 
described  above,  there  was  a  coefficient  of  variation  of  25  to 
33%  in  the  estimates  of  the  biochemical  rate  constants.  The  mean 
inactivation  rate  constant  was  0.087  ml/ng/hr  and  the  mean 
reactivation  rate  constant  was  2.736/hr.  The  latter  represents 
the  rate  at  which  inactive  enzyme  is  reactivated.  This  mean  rate 
constant  is  equivalent  to  a  half-time  of  reactivation  of  0.25 
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hours,  indicating  that,  on  the  average,  it  would  take  three  to 
five  half  lives,  or  0.75-1.25  hours,  for  inactivated  enzyme  to  be 
completely  reactivated,  even  in  the  absence  of  pyridostigmine. 

The  smallest  reactivation  rate  constant  was  1.65/hour.  In  this 
subject  it  would  take  up  to  two  hours  to  completely  reactivate 
the  enzyme.  The  heterogeneity  in  these  two  rate  constants  is 
similar  in  magnitude  to  the  variation  in  the  magnitude  of  the 
effect  compartment  elimination  rate  constant  and  the  IC50 
determined  in  the  preceding  analyses. 

The  values  for  the  two  estimated  constants  can  be  expressed 
in  the  units  used  to  describe  biochemical  reaction  rate 
constants.  These  are,  in  the  case  of  K  inactivation,  liters  per 
mole  per  minute,  and  in  the  case  of  the  reactivation  rate 
constant,  per  minute.  The  estimate  of  the  inactivation  rate 
constant  of  pyridostigmine  for  acetylcholinesterase  in  intact 
erythrocytes  is  thus  26.3  +  8.2  x  10"  L/mole/min.  This  compares 
quite  favorably  to  an  estimate  of  19.8  x  10*  L/mole/min  for  kif 
the  reaction  rate  of  pyridostigmine  with  purified  bovine  erythro¬ 
cyte  acetylcholinesterase  in  vitro  at  37°C  measured  by  Watts  and 
Wilkinson  in  1977  (21),  and  an  estimate  of  1.6  x  10*  L/mole/min 
for  the  inactivation  rate  of  electric  eel  acetylcholinesterase 
performed  in  vitro  by  Wilson  et  al.  (31).  The  latter  experiments 
were  performed  at  25  degrees  Celsius;  the  reaction  rate  would  be 
expected  to  be  higher  at  body  temperature  (37°C)  ,  in  part 
explaining  the  tenfold  difference.  The  mean  estimate  obtained  in 
the  present  study  for  the  rate  of  enzyme  reactivation  (hydrolysis 
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restored  immediately  after  drug  is  removed.  Rather,  enzyme 
inhibition  is  gradually  dissipated  as  the  carbamylated,  inhibited 
enzyme  is  reactivated  by  hydrolysis.  The  intersubject  variations 
in  the  estimates  for  the  rate  constants  may  represent  true 
differences  in  the  interactions  between  the  drug  and  the  enzyme, 
possibly  related  to  molecular  heterogeneity  of  the  enzyme. 

Another  possibility  is  that  these  differences  are  artifacts  of 
the  experimental,  analytical,  and  mathematical  processes  which 
were  required  to  obtain  the  estimates.  Small  errors  generated  in 
each  of  these  processes  might  have  contributed  sufficiently  in 
the  aggregate  to  produce  the  scatter  in  the  estimates. 


4.  CONCLUSIONS 


Analysis  of  the  experimental  data  from  this  study  indicates 
that  significant  interindividual  variation  in  erythrocyte  acetyl¬ 
cholinesterase  inhibition  will  result  from  a  uniform  dose  of 
pyridostigmine.  This  interindividual  variation  in  drug  effect  is 
a  consequence  of  two  major  factors:  (1)  the  variation  in  the 
pharmacokinetic  parameters  in  any  group  of  individuals,  and  (2) 
the  variability  of  the  concentration-inhibition  relationship 
(pharmacodynamics)  between  pyridostigmine  and  acetylcholin¬ 
esterase  in  different  subjects. 

Pharmacokinetic  variations  appear  to  be  at  two  major  sites. 
The  first  major  factor  in  the  variability  of  pyridostigmine 
pharmacokinetics  is  in  the  bioavailability  of  the  oral 
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formulation  of  the  drug.  There  were  large  differences  in  both 
the  extent  and  rate  of  absorption  of  pyridostigmine  in  the 
volunteers  in  this  trial.  The  amount  of  drug  absorbed  from  the 
liquid  preparation  given  varied  fourfold  within  these  18 
subjects.  This  is  presumably  a  situation  where  the  pharmaceutics 
are  optimal  for  drug  absorption,  i.e.,  a  freely  soluble  drug 
adminstered  in  solution.  Other  workers  using  different  doses  and 
different  dosage  forms  have  also  seen  significant  variation  in 
the  extent  of  pyridostigmine  absorption.  Differences  in  the  time 
of  onset  of  absorption  were  also  observed.  Nevertheless,  while 
these  might  be  fairly  significant  for  single  dose  administration, 
for  chronic  dosing  the  time  lag  for  absorption  would  not  be  a 
major  factor  in  the  systemic  availability  of  pyridostigmine. 
Second,  there  are  large  differences  in  the  plasma  clearance  of 
pyridostigmine  between  healthy  volunteers.  These  differences 
cannot  be  explained  on  the  basis  of  the  estimated  glomerular 
filtration  rates  of  these  individuals,  even  though  the  drug  is 
apparently  excreted  primarily  by  the  kidney.  This  suggests  that 
some  other  variable  (as  yet  unidentified)  is  a  major  determinant 
of  pyridostigmine  elimination.  The  large  differences  in  the 
amount  of  drug  entering  the  systemic  circulation  and  in  the 
variability  in  the  rate  at  which  drug  leaves  the  systemic 
circulation  would  therefore  be  expected  to  result  in  large 
individual  differences  in  the  steady  state  plasma  concentrations 
of  pyridostigmine  with  any  standard  dosage  regimen  if  it  were 
applied  to  a  large  population. 
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The  analyses  of  the  concentration-inhibition 
(pharmacodynamic)  relationship  between  pyridostigmine  and 
erythrocyte  acetylcholinesterase  from  this  study  also  indicate 
that  there  is  significant  interindividual  variation  in  enzyme 
inhibition  at  any  given  concentration  of  pyridostigmine.  Both 
analyses  performed,  i.e.,  the  effect  compartment  model  and  the 
biochemical  model,  suggest  that  within  the  small  number  of 
subjects  studied  there  is  a  twofold  difference  in  the  sensitivity 
of  erythrocyte  acetylcholinesterase  to  pyridostigmine.  Thus, 
even  if  a  dosage  form  and  dosage  regimen  could  be  devised  to 
achieve  a  target  pyridostigmine  concentration  in  the  plasma, 
there  would  be  nearly  a  twofold  difference  in  the  amount  of 
erythrocyte  acetylcholinesterase  inhibition  in  the  population 
because  of  differences  in  the  sensitivity  of  the  enzyme  to  the 
drug.  To  the  extent  that  the  red  cell  enzyme  is  a  marker  for 
acetylcholinesterase  at  other  sites,  protection  against 
organophosphate  poisoning  would  also  be  expected  to  be  highly 
variable.  Therefore,  a  strategy  to  provide  optimum  protection 
against  organophosphate  poisoning  may  require  individualized 
dosage  regimens  using  the  effect  of  the  drug  as  the  end  point. 
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Table  1 


Sample  Times  with  Measured  Plasma  Concentrations 
Below  the  Minimum  Detectable  Level  Which  were 
Not  Included  as  Data  Points  for  the  Pharmacokinetic 

Curve  Fitting1 


Subject 


IV  Dosing 


PO  Dosing 


8 

9 

11 

12 

13 

14 
16 
17 
19 

21 

22 

23 

24 


2.0 

0.33,  0.917 
0.167,  0.25 

0.417 
0.33 
2 . 5 
0.167 

0.417,  2.5 
3.0,  3.5,  4.0 
0.83,  1.33 

0.083,  0.417 
2.0 
2 . 5 


3.0 

5.0 

10.0 


0.5,  6.0 


7.0 


:All  sample  times  are  in  hours  after  dosing 


Table  2 


Equations  To  Which  the  Plasma  Pyridostigmine 
Concentrations  Were  Fit 


Constants: 

IVD  intravenous  dose 
OD  oral  dose 

TI  duration  of  intravenous  infusion 

Parameters  to  be  estimated: 

V  volume  of  the  central  compartment 
K10  rate  constant  from  central  compartment  to  outside 
K12  rate  constant  from  central  to  peripheral  compartment 
K21  rate  constant  from  peripheral  to  central  compartment 
KOI  absorption  rate  constant,  from  outside  to  central 
compartment 

AVA  availability  of  oral  dose 
TL  time  lag  for  absorption  to  begin 

C(T)  is  the  concentration  of  pyridostigmine  at  time  T 


For  the  intravenous  dose: 

C(T)  -  A(e'alpha*T-  e-alPha*TS)  +  B(e-beta*T  .  e-beta*TS) 

where 

Ts  =  T  -  TI  for  T  >  TI  and 

Ts  =  0  for  T  <  or  *  TI 

A  =  ( IVD/TI ) * (K2 1  -  alpha )/V/ (alpha  -  beta)/alpha 
B  =  -(IVD/TI) *(K21  -  beta) /V/ (alpha  -  beta) /beta 

alpha  and  beta  (alpha  >  beta)  are  the  positive  and  negative 

roots  of  the  quadratic: 

r*r  +  (K12  +  K21  +  K10) *r  +  K21*K10  -  0 

For  the  oral  dose: 

C (T)  =  Ae-alPha*T°  +  Be-teta*To  +  Ce-K01*To 

where 

To  =  T  -  TL  for  T  >  TL  and 

To  =  0  for  T  <  or  *  TL 

A  =  (AVA*OD/V) *K01*(K21  -  alpha) /( alpha  -  beta)/ (alpha  -  KOI) 

B  =  -1* (AVA*OD/V) *K01* (K21  -  beta)/(alpha  -  beta)/(beta  -  KOI) 

C  =  (AVA*OD/V) *K01* (K21  -  KOI) /(beta  -  KOI)/ (alpha  -  KOI) 

alpha  and  beta  (alpha  >  beta  )  are  the  positive  and  negative 
roots  of  the  same  quadratic  as  used  for  the  intravenous  dose 
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Table  3 


Vital  Statistics  of  Subjects  Receiving  Pyridostigmine 


SUB  # 

WT 

e  ^ 

sCr 

AGE 

EST  CLcr 

kg 

mg/ ml 

yr 

ml/min 

1 

65.7 

.97 

35 

92.94 

2 

64.4 

1.13 

25 

116.23 

3 

89.9 

.87 

27 

122.75 

4 

63.5 

1.00 

25 

101.42 

5 

60.3 

.93 

22 

91.91 

6 

52.2 

.90 

26 

74.39 

7 

80.5 

.97 

28 

121.47 

8 

75.9 

.97 

35 

107.37 

9 

76.5 

1.30 

30 

151.94 

10 

77.0 

.97 

31 

113.07 

11 

77.1 

1.23 

28 

147.52 

12 

79.2 

1.15 

29 

140.41 

13 

62.7 

.97 

30 

92.92 

14 

86.5 

.97 

24 

135.18 

15 

79.2 

1.10 

21 

143.99 

16 

104.8 

1.00 

27 

164.48 

17 

65.0 

1.03 

22 

109.72 

18 

78.8 

.97 

22 

125.27 

19 

61.6 

1.10 

22 

111.05 

20 

76.2 

1.13 

24 

138.73 

21 

72.3 

1.10 

19 

133.65 

22 

70.1 

1.03 

24 

116.33 

23 

83.0 

1.05 

20 

145.25 

24 

68.0 

.95 

32 

96.90 

AVG  07-24 

76.36 

1.05 

26.00 

127.51 

STD  DEV  07-24 

9.87 

.  10 

4.61 

20.06 

*  Scr  * **  serum. creatinine 

**  Calculated  from  the  equation  of  Cockroft  and  Gault 
ClCr  *  ((140  -  age)*(wt  in  kg))/72*SCr 
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7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

# 

EAN 

SD 

(Z) 

MAX 

MIN 

raj# 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

# 

EAN 

SD 

HD 

MAX 

MIN 


Table  4 


Sampling  times  During  and  Following  Intravenous  Pyridostigmine 
SCHEDULED  TIME  OF  SAMPLE 


0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

ACTUAL 

TIME  OF 

SAMPLE 

(HRS) 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.867 

0.750 

0.833 

0.867 

1.000 

1.333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.600 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.667 

0.750 

0.833 

0.917 

1.000 

1  333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.887 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.867 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.483 

0.583 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.083 

0  167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.150 

0.167 

0.250 

0.333 

0.417 

0.500 

0.583 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

16 

0.000 

0.087 

0.167 

0.250 

0.333 

0.417 

0.499 

0.584 

0.667 

0.750 

0.833 

0.914 

1.000 

1.333 

0.000 

0.016 

0.000 

0.000 

0.000 

0.000 

0.004 

0.004 

0.000 

0.000 

0.000 

0.012 

0.000 

0  ooc 

0.000 

18.210 

0,000 

0.000 

0.000 

0.000 

0.803 

0.686 

0.000 

0.000 

0.000 

1.289 

0  000 

0.000 

0.000 

0.150 

0.167 

0.250 

0.333 

0.417 

0.500 

0.600 

0.667 

0.750 

0.833 

0.917 

1.000 

1.333 

0.000 

0.083 

0.167 

0.250 

0.333 

0.417 

0.483 

0.583 

0.667 

0.750 

0.833 

0.867 

1,000 

1.333 

1.667 

2.000 

2.500 

3.000 

3.500 

SCHEDULED  TIME 
4.000  5.000 

OF  SAMPLE 
6.000  7.000 

8.000 

io.ooo 

12.000 

o 

o 

o 

CM 

1.667 

2.000 

2.500 

3.000 

3.500 

ACTUAL 

4.000 

TIME  OF 
5.000 

SAMPLE 

6.000 

(HRS) 

7.000 

8,000 

10.000 

12.000 

24  000 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

6.000 

7.000 

8.000 

10.000 

12.000 

24.000 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

6.000 

7.000 

8.000 

10.000 

12.000 

24.000 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

6.000 

7.000 

8.000 

10.000 

12.000 

24.000 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

6.000 

7.000 

8.000 

10.000 

12.000 

24.000 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

6.000 

7.000 

8.000 

10.000 

12.000 

24.000 

1.667 

2.000 

2 . 50  0 

3.000 

3.500 

4.000 

5.000 

5.967 

7.000 

8.000 

10.000 

12.000 

24.000 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

6.000 

7.000 

8.000 

10.000 

12.000 

24.000 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

6.000 

7.000 

8.000 

10.000 

12.000 

24.000 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

6.000 

7.000 

8.000 

10.000 

12.000 

24.000 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

6.000 

7.000 

8.000 

10.000 

12.000 

24.000 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

6.000 

7.000 

8.000 

10.000 

12.000 

24.000 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

6.000 

7.000 

8.000 

10.000 

12.000 

23.883 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

6.000 

7.000 

8.000 

10.000 

12.000 

23.950 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

6.000 

7.000 

8.000 

10.000 

12.000 

24 ,000 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

8.000 

7.000 

8.000 

10.000 

12.000 

24.000 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

6.000 

7.000 

8.000 

10.000 

12.000 

24.000 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

8.000 

7.000 

8.000 

10.000 

12.000 

24.000 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

5.998 

7.000 

8.000 

10.000 

12.000 

23.991 

0.000 

0.000 

0.000 

0.000 

0.000 

0.000 

0.000 

0.008 

0.000 

0.000 

0.000 

0.000 

0.029 

0.000 

0.000 

0.000 

0.000 

0.000 

0.000 

0.000 

0.130 

0.000 

0.000 

0.000 

0,000 

0.122 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

6.000 

7.000 

8.000 

10.000 

12.000 

24.000 

1.667 

2.000 

2.500 

3.000 

3.500 

4.000 

5.000 

5.967 

7.000 

8.000 

10.000 

12.000 

23.883 
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Table  5 


Concentration  of  Pyridostigmine  During  and  Following  Intrevenous  Pyridostigmine1, 2 
SCHEDULED  TIME  OF  SAMPLE 


0.00 

0.08 

0.17 

0.25 

0.33 

0.42 

0.50 

0.58 

0.67 

0.75 

0.83 

0.92 

1.00 

1  33 

SUBJ# 

PYRIDOSTIGMINE 

CONCENTRATION  ng/ml 

7 

0.00 

8.51 

13.80 

18.40 

15.60 

16.30 

17.90 

13.00 

10.10 

9.95 

7.65 

6.16 

6.34 

4 . 14 

8 

0.00 

9.69 

20.90 

18.90 

14.50 

13.50 

11.70 

10.80# 

8.15 

5.82 

5.26 

4.34* 

3.51 

3.37 

9 

0.00 

4.75 

8.73 

13.60 

25.90 

18.30 

20.30 

14.00* 

9.24 

9.19 

6.29 

2.63 

6.27 

4  .04 

10 

0.00 

2.27 

5.23 

3.94 

6.06 

9.81 

12.40 

7.46 

5.32 

4.78 

3.68 

2.99 

2.81 

1.62 

11 

0.00 

5.11 

3.37 

19.20 

23.30 

27.80 

25.70 

19 . 50 

13.90 

12.70 

9.38 

8.65 

6.10 

12 

0.00 

3.37 

10.40 

20.30 

30.90 

28.10 

22.10 

16.30 

12.80 

17.30 

8.30 

8.30 

9  06 

6.17 

13 

0.00 

8.78 

11.70 

25.00 

32.50 

19.70 

46.80 

15.20 

14.10 

11.20 

8.34 

6.12 

7.06 

2.50 

14 

0.00 

11.60 

17.70 

23.10 

19.00 

33.30 

24.50 

20.20 

11.30 

6.59 

6.70 

4.07 

4.42 

3.04 

15 

0.00 

8.11 

13.90 

18.20 

16.40 

14.00 

18.00# 

12.50 

8.67 

8.96 

5  37 

3.86 

5.30 

2.25 

16 

0.00 

7.83 

10.90 

14.20 

14.60 

19.40 

21.00* 

11.00 

8.64 

10.70 

7.20 

5.83 

5  85 

2.63 

17 

0.00 

8.87 

6.17 

12.90 

14.20 

16.20 

20.70 

10.10 

8.92 

6.16 

5  22 

3.82 

3.10 

2.29 

18 

0.00 

6.90 

10 . 50 

12.30 

12.90 

20.60 

18.90 

14.50 

10  50 

5.67 

5.50 

4.61 

4  37 

3.19 

19 

0.00 

10.80 

17.10 

17.50 

18.60 

14.20 

24.20 

17.60 

10.10 

8.42 

6.93 

6.80 

7.12 

5.07 

20 

0.00 

9.09 

12.60 

20.50 

19.90 

26.80 

29.50 

18.10 

16.80 

10.30 

6.98 

6.26 

5.18 

5.79 

21 

0.00 

19.60 

16.30 

20.70 

21.70 

19.00 

22.70 

13.70 

10.50 

7.54 

7.02 

5.66 

3.86 

5.84 

22 

0.00 

7.80 

14.90 

22.40 

21.80 

24.80 

20.60 

11.60 

11.30 

8.55 

6.59 

4.80 

6  36 

4.09 

23 

0.00 

12.30 

8.39 

16.70 

22.60 

14.90 

20.50 

12.70 

11.00 

14.80 

9.26 

7.74 

3.86 

4.24 

24 

0.00 

9.91* 

11.20 

13.00 

19.20 

22.30 

20.80 

17.00 

12.40 

9.04 

6.98 

6.77 

5.37 

3.19 

# 

18 

18 

17 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

16 

MEAN 

0.00 

8.63 

12.38 

16.39 

19.20 

19.68 

22.24 

14.53 

11.07 

9.38 

7.00 

5.56 

5.47 

3.66 

SD 

0.00 

3.84 

4.18 

5.93 

6.35 

5.96 

7.54 

4.23 

3.27 

3.34 

1.95 

1.84 

1.79 

1.44 

CV(X) 

0.00 

44.50 

33.78 

36.20 

33.08 

30.30 

33.91 

29.12 

29.52 

35.62 

27.82 

33.03 

32.79 

37.14 

MAX 

0.00 

19.60 

20.90 

25.00 

32.50 

33.30 

46.80 

25.70 

19.50 

17.30 

12.70 

9.36 

9.06 

6.17 

MIN 

0.00 

2.27 

5.23 

3.37 

6.06 

9.61 

11.70 

7.46 

5.32 

4.78 

3.66 

2.63 

2.81 

1.62 

1.67 

2.00 

2.50 

3.00 

3.50 

SCHEDULED  TIME 
4.00  5.00 

OF  SAMPLE 

6.00  7.00 

8.00 

10.00 

12.00 

24.00 

SUBJ# 

7 

2.86 

2.58 

2.71 

1.95 

PYRIDOSTIGMINE  CONCENTRATION  ng/ml 
2.15  0.00  0.00  0.00  0.00 

0.00 

0.00 

0.00 

6 

2.75 

0.00 

1.59 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

9 

1.81 

2.38 

2.21 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

10 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0  00 

11 

6.07 

4.07 

3.31 

3.86 

3.23 

2.70 

2.01 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

12 

4.66 

3.31 

2.53 

1.74 

1.57 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

13 

2.34 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00* 

0.00 

0.00 

0.00 

0.00 

0  00 

14 

2.92 

2.04 

1.62 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

15 

1,97 

2.63 

1.83 

2.07 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

16 

1.67 

0.00 

2.05 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

17 

1.71 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

18 

2.34 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

°-°°* 

19 

3.16 

1.81 

6.59 

3.66 

3.71 

1.54 

0.00 

0.00 

0.00 

0.00 

0.00 

o.oo* 

20 

3.99 

3.87 

1.70 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00* 

21 

2.41 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

22 

3.66 

1.75 

2.76 

1.73 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

23 

24 

3.80 

3.77 

0.00 

4.40 

2.92 

4.64 

0.00 

1.57 

0.00 

1.93 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

# 

18 

18 

16 

18 

18 

17 

17 

17 

17 

17 

16 

17 

17 

MEAN 

2.88 

1.60 

2.03 

0.92 

0.70 

0.25 

0.12 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

SD 

1.35 

1.63 

1.76 

1.32 

1.24 

0.73 

0.49 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

CV(X) 

46.71 

101.98 

86.70 

143.25 

177.50 

294.02 

412.31 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

MAX 

6.07 

4.40 

6.59 

3.86 

3.71 

2.70 

2.01 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

MIN 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

Sample  was  not  obtained  at  the  scheduled  time.  See  Table  4  for  the  time  of  sample. 

1  Concentrations  are  nanograms  of  pyridostigmine  base/ml 

2  Concentrations  less  than  1.5  ng/ml,  the  lower  limit  of  dectability 

of  the  assey  are  denoted  0.00 
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7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

# 

1EAN 

SD 

nt) 

MAX 

MIN 

JBJ# 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

# 

1EAN 

SD 

7(X) 

MAX 

MIN 


Tabla  6 


Sampling  Timas  Following  Oral  Pyridostigmina 
SCHEDULED  TIME  OF  SAMPLE 


0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

ACTUAL 

TIME  OF 

SAMPLE 

(HRS) 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.73 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.28 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

0.00 

0.25 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.01 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

3.09 

0.00 

0.53 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.28 

0.50 

0.75 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

0.00 

0.25 

0.50 

0.73 

1.00 

1.33 

1.67 

2.00 

2.50 

3.00 

SCHEDULED  TIME 

OF  SAMPLE 

3.50 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

ACTUAL 

TIME  OF 

SAMPLE 

(HRS) 

3.50 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

3.50 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

3.50 

4.00 

5.00 

6.00 

7.13 

8.00 

10.00 

12.00 

24.00 

3.50 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.37 

3.50 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

3.50 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

3.50 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

3.50 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

3.50 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

3.50 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

3.58 

4.00 

5.17 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

3.50 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

3.50  • 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

3.50 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

3.50 

4.00 

5.00 

8.00 

7.00 

8.00 

10.00 

12.00 

24 . 00 

3.50 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

3.50 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

3.50 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 

18 

18 

18 

18 

18 

18 

18 

18 

18 

3.50 

4.00 

5.01 

6.00 

7.01 

8.00 

10.00 

12.00 

24.02 

0.02 

0.00 

0.04 

0.00 

0.03 

0.00 

0.00 

0.00 

0.09 

0.56 

0.00 

0.79 

0.00 

0.45 

0.00 

0.00 

0.00 

0.36 

3.58 

4.00 

5.17 

6.00 

7.13 

8.00 

10.00 

12.00 

24.37 

3.50  • 

4.00 

5.00 

6.00 

7.00 

8.00 

10.00 

12.00 

24.00 
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7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

# 

EAN 

SD 

r(2) 

MAX 

MIN 

fBJ# 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

# 

EAN 

SD 

HD 

MAX 

MIN 

* 

1 

2 


Tabl«  7 


Plasma  Concantration  of  Pyndostigmina  Following  Oral  Pyridottigmina1 ' ^ 


SCHEDULED  TIME  OF  SAMPLE 


0.00 

0.25 

0.50 

0.75 

1.00 

1  33 

1.67 

2.00 

2.50 

3  00 

PYRIDOSTIGMINE 

CONCENTRATION 

ng/ml 

0.00 

0.00 

6.43 

9  24 

8.33 

8.69 

12.30 

9  72 

9.63 

13.80 

0.00 

0  00 

2.21 

6  44 

5.14 

4  72 

6  56 

8  03 

7.15 

12.20 

0.00 

0.00 

2.27 

3.95 

4.01 

5.46 

6  01 

4,91 

4.76 

4  21 

0.00 

0.00 

0.00 

2.33 

2.66 

3.28 

3.56 

4  57 

4.54 

7.26 

0.00 

5.11 

12.70 

17.20 

19.30 

23.70 

19.90 

16.30 

14.60 

14.80 

0.00 

0.00 

5.67 

4 .49 

6.28 

7.04 

11.70 

13.90 

13.20 

8.75 

0.00 

0.00 

7.61 

13.50 

12.80 

16.80 

14.40 

14  30 

16.70 

13.50 

0.00 

3.51 

4.98 

10.70 

14.50 

10.00 

9.07 

16.20 

20.90 

14.00 

0.00 

0.00 

0.00 

5.14 

7.83 

10.90 

14.60 

12.30 

10.90 

13.50 

0  00 

0.00 

0.00 

0  00 

0.00 

1.67 

3.75 

10.20 

5.90 

7  96 

0.00 

0.00 

7.75 

10.60 

11.10 

13.80 

10.20 

10.50 

9.42 

8  37 

0.00 

0.00 

8  04 

17.90 

14  80 

11.80 

11  90 

7.74 

6.01 

5.26 

0.00 

4.16 

15.40 

8  17 

13.30 

11  00 

8.45 

8  39 

6.22 

5.04 

0  00 

0.00 

5.62 

8.17* 

6.30 

9.86 

14.00 

13.60 

10.30 

12.10 

0  00 

1.93* 

5.02 

8.58 

11.50 

9.74 

10.10 

10.90 

5.56 

7.35 

0.00 

2.81 

6  13 

14  10 

11.40 

9.23 

10.10 

7.57 

8.17 

8.17 

0.00 

4.80 

7 . 77 

10.90 

14.00 

16.10 

15.30 

13.90 

13.40 

12.30 

0.00 

2.00 

10 .60 

10.90 

11.60 

10.00 

13.00 

10.60 

9.38 

9.98 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

0.00 

1.35 

6.01 

8.96 

9.71 

10.21 

10.83 

10.76 

9.82 

9  92 

0  00 

1  90 

4  24 

4  85 

4.97 

5  22 

4.22 

3.51 

4.49 

3.42 

ERR 

140.82 

70.59 

54  .15 

51.13 

51.17 

38.97 

32.62 

45.77 

34.51 

0.00 

5  11 

15.40 

17.90 

19.30 

23.70 

19.90 

16.30 

20.90 

14.80 

0.00 

0.00 

0.00 

0.00 

0.00 

1.67 

3.56 

4  57 

4 . 54 

4.21 

SCHEDULED  TIME 

OF 

SAMPLE 

3. 

,50 

4  . 

,00 

5. 

00 

6 

00 

7. 

,00 

8 

,00 

10. 

00 

12 

00 

24. 

00 

PYRIDOSTIGMINE 

CONCENTRATION 

1  ng/ml 

10. 

,90 

8 

48 

5, 

08 

2. 

69 

4, 

25 

0. 

,00 

0. 

00 

0 

00 

0. 

00 

9. 

,30 

9. 

.24 

4  . 

96 

3. 

22 

2 

24 

1. 

,80 

0. 

00 

0. 

,00 

0. 

00 

5 

00 

6. 

,19 

6 

65 

2 

11 

1. 

75* 

0. 

,00 

0. 

00 

0. 

,00 

0. 

00 

6 

62 

5. 

67 

5. 

76 

2. 

01 

2. 

21 

0. 

,00 

0 

00 

0. 

,00 

0. 

00* 

9 

84 

11. 

,90 

9. 

18 

7. 

99 

6 

88 

5 

,08 

2. 

04 

0 

00 

0. 

00 

12 

,20 

10, 

,20 

6. 

62 

4 

10 

2. 

,70 

2. 

,50 

0. 

00 

0  . 

.00 

0. 

00 

13 

40 

11. 

,10 

16. 

20 

5. 

55 

3. 

17 

4  . 

21 

0. 

00 

0. 

,00 

0. 

00 

13 

90 

11. 

,60 

12. 

70 

7. 

59 

6 

45 

0. 

00 

1. 

,92 

0. 

00 

12 

00 

13, 

.20 

11. 

50 

6. 

22 

2. 

56 

0. 

,00 

0. 

00 

0. 

.00 

0. 

00 

5. 

,30 

7, 

.53 

7. 

02 

6. 

28 

4  . 

61 

3. 

,57 

2. 

20 

0. 

,00 

0. 

00 

6. 

,28* 

6. 

.53 

4. 

69* 

3. 

52 

0. 

00 

0. 

,00 

0. 

00 

0. 

,00 

0. 

00 

4  . 

.28 

3. 

.45 

3. 

06 

0. 

,00 

0. 

,00 

0. 

,00 

0. 

00 

0, 

.00 

0. 

00 

3 

.74 

5, 

.38 

3. 

99 

7  , 

,02 

2. 

59 

1. 

,78 

0. 

00 

0. 

,00 

0. 

00 

12. 

.10 

8. 

.14 

5 

45 

4  . 

07 

5. 

,90 

5. 

,50 

4. 

56 

1, 

.56 

0. 

00 

3, 

.76 

5 

.70 

2. 

33 

3. 

,90 

3 

34 

0, 

.00 

0. 

00 

0, 

.00 

0. 

00 

7, 

.67 

5 

.91 

4  , 

.77 

3 

56 

0. 

.00 

1 

.93 

0. 

,00 

0, 

.00 

0. 

00 

13. 

.10 

8 

.57 

7 

46 

4 

89 

4  . 

.60 

5 

.29 

1. 

,69 

0, 

.00 

2. 

20 

9 

,04 

9 

.45 

4  , 

.62 

3 

.41 

2, 

.63 

2 

.13 

1. 

64 

0 

.00 

0. 

,00 

18 

18 

18 

18 

18 

17 

18 

18 

18 

8 

,80 

8 

.24 

6 

.78 

4 

.34 

3 

.10 

1 

.99 

0. 

,69 

0 

.19 

0. 

,12 

3 

.55 

2 

.67 

3 

.56 

2 

.11 

2, 

.06 

2 

.07 

1, 

.28 

0 

.57 

0, 

.52 

40 

.37 

32 

42 

52 

56 

48 

65 

66 

47 

109 

.63 

186, 

.20 

292 

.58 

424 

.26 

13 

.90 

13 

.20 

16 

.20 

7 

99 

6 

.88 

5 

.50 

4 

.58 

1 

92 

2 

.20 

3 

.  74 

3 

.45 

2 

33 

0 

.00 

0 

00 

0 

.00 

0 

00 

0 

00 

0 

00 

Saznpla  waa  not  obtainad  at  tha  achadulad  tima.  Saa  Tabla  6  for  tha  tima  of  sampla 
Concantrations  ara  nanogram*  of  pyridostigmina  basa/ml 
Concantrations  l#*s  than  1.5  ng/ml,  tha  lowar  limit  of  dactability 
of  tha  assay  ara  danotad  0.00 
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Table  8 


Indicators  of  "Goodness  of  Fit"  for  the  Pharmacokinetic 

Curve  Fitting 


IV  PO 

SUB  #  SUM  Of  WEIGHTED  CORREL  SUM  of  WEIGHTED  CORREL 
SQUARED  RESIDUALS  SQUARED  RESIDUALS 


7 

3.134 

.976 

4.221 

.924 

8 

2.192 

.985 

7.625 

.846 

9 

1.664 

.  989 

3.591 

.878 

10 

1.803 

.961 

3 . 990 

.  822 

11 

2.425 

.989 

2.718 

.973 

12 

7.669 

.967 

7.514 

.  888 

13 

13.916 

.  928 

2.402 

.971 

14 

3.366 

.987 

8.474 

.  891 

15 

4 . 277 

.967 

4.609 

.  948 

16 

1.604 

.983 

2.253 

.959 

17 

1.375 

.  984 

.652 

.  984 

18 

1.987 

.  974 

.  648 

.  990 

19 

1.551 

.  987 

4 . 088 

.908 

20 

3 . 677 

.981 

6.431 

.911 

21 

1.348 

.988 

4.971 

.904 

22 

2.351 

.  988 

2.633 

.934 

23 

5.649 

.933 

2.745 

.971 

24 

2 . 098 

.  988 

2.294 

.971 

AVG 

3.449 

.975 

3.992 

.926 

STD  DEV 

3 . 091 

.  018 

2.288 

.  049 
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Table  9 


Estimates  of  the  Pharmacokinetic  Microconstants  for  Pyridostigmine 


SUB  #  VOL 
L 


7 

12.969 

8 

33.444 

9 

23 . 227 

10 

42.990 

11 

20.739 

12 

20.965 

13 

10.687 

14 

14.074 

15 

13.739 

16 

6.683 

17 

11.882 

18 

16.691 

19 

10.209 

20 

13 . 529 

21 

8.642 

22 

17.323 

23 

19.976 

24 

16.592 

K10  K12 

hr-1  hr"1 


3.150  5.740 
1.535  .976 
2.077  1.811 
2.109  2.350 
1.106  1.478 
1.819  1.685 
3.707  1.483 
3.064  1.655 
3.394  4.141 
9.994  24.961 
5.649  4.655 
1.985  2.849 
4.804  5.261 
2.915  2.618 
5.959  4.995 
2.081  2.201 
2.180  2.429 
2.000  2.485 


K21  KOI 
hr"1  hr"1 


1.927  .367 

1.337  .284 

1.043  .236 

1.523  .193 

.584  .580 

1.711  .292 

1.259  .268 

1.016  .188 
1.389  .306 

7.802  .149 

3.323  .310 

.607  1.441 

3.046  .334 

1.543  .202 

3.263  .272 

.731  .503 

1.985  .298 

.922  .495 


BIOAVA 

TLAG 

hr 

.254 

.347 

.265 

.391 

.  194 

.359 

.393 

.596 

.250 

.174 

.248 

.  341 

.341 

.  388 

.511 

.202 

.371 

.  673 

.387 

1.305 

.354 

.332 

.147 

.  422 

.213 

.  151 

.333 

.346 

.  244 

.223 

.186 

.229 

.  355 

.  145 

.203 

.213 

AVG  17.465 

3 .307 

4.098 

1.945 

.373 

.292 

.380 

STD  DEV  8.930 

2.159 

5.405 

1.690 

.  290 

.  094 

.272 
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Table  10 


Estimates  of  the  Pharmacokinetic  Macroconstants  for  Pyridostigmine 


SUB  #  ALPHA 
hr-1 


BETA  A (IV) 
hr-1  ng/ml 


B  (IV)  A  (PO) 
ng/ml  ng/ml 


B (PO)  C(PO) 
ng/ml  ng/ml 


7 

10.223 

.  594 

-11.706  -32.391 

-6.285 

-43.960 

50.093 

8 

3.208 

.640 

-34.992  -65.396 

-5.645 

-17.281 

22.980 

9 

4.444 

.488 

-15.358  -22.867 

-4 . 161 

-11.372 

15.494 

10 

5.386 

.596 

-6.399  -13.867 

-2.812 

-8.691 

11.491 

11 

2.950 

.219 

-26.573  -55.226 

-26.227 

26.594 

-.335 

12 

4.528 

.  687 

-18.174  -43.529 

-6.169 

-24.042 

30.173 

13 

5.618 

.  830 

-27.758  -18.440 

-14.972 

-13.974 

29 . 057 

14 

5.128 

.  607 

-29.098  -24.435 

-12.759 

-14.951 

27.737 

15 

8 .360 

.  564 

-13.484  -23.667 

-9.336 

-34.505 

43.876 

16 

40.848 

1.909 

-5.909  -22.550 

-1.812 

-7.473 

9.279 

17 

12.072 

1.555 

-9.726  -15.260 

-6.757 

-12.900 

19.690 

18 

5.210 

.231 

-16.513  -30.374 

-32.303 

8.219 

24.118 

19 

11.880 

1.232 

-12.689  -25.133 

-5.154 

-13.611 

18.725 

20 

6.370 

.706 

-18.533  -28.984 

-7.083 

-15.037 

22 . 073 

21 

12 . 683 

1.533 

-12.953  -19.682 

-5.417 

-9.791 

15.198 

22 

4 . 688 

.324 

-24.370  -36.178 

-12 . Ill 

29.152 

-16.965 

23 

5.855 

.739 

-12.401  -31.626 

-7.523 

-30.530 

37.962 

24 

5.042 

.366 

-17.336  -32.261 

-11.993 

57.001 

-45.109 

AVG 

8.583 

.768 

-17.443 

-30.104 

-9.918 

-7.620 

17.530 

TD  DEV 

8.610 

.479 

8.116 

13.381 

7.940 

24 . 391 

21.983 
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Table  11 


Estimates  of  the  Area  Under  the  Concentration- Time  Curve  and 

Clearance  of  Pyridostigmine 


SUB  # 

AUC(IV) 

AUC(PO) 

DOSE (IV) 

DOSE (PO) 

CL 

CL 

CL 

ng-hr/ml 

ng-hr/ml 

ug 

ug 

ml/min  ml/min/kg 

ml/ml  g: 

7 

22 . 05 

62 . 14 

900.73 

9995.15 

680.85 

8.46 

5.61 

8 

16.77 

52 . 02 

860.66 

10095.00 

855.61 

11.27 

7 . 97 

9 

19.11 

41.54 

922.14 

10328.41 

804.11 

10.51 

5.25 

10 

10.13 

44 . 45 

918.63 

10248.01 

1510.95 

19.62 

13 .36 

11 

40.90 

111.81 

938.26 

10257.15 

382.34 

4.96 

2.59 

12 

25.73 

67 . 06 

980.98 

10300.24 

635.43 

8.02 

4 . 53 

13 

23 . 10 

88 .70 

915.16 

10309.44 

660.32 

10.53 

7 . 11 

14 

22 .32 

120.34 

962.67 

10158.16 

718.74 

8.31 

5.32 

15 

18.58 

80.98 

866.09 

10187.92 

777.07 

9.81 

5.40 

16 

14.23 

58.36 

950.27 

10065.18 

1113.07 

10.62 

6.77 

17 

12.49 

54.63 

838.53 

10361.55 

1118.67 

17.21 

10.20 

18 

23.44 

46.02 

776.69 

10391.74 

552.16 

7 .01 

4.41 

19 

18.91 

44 . 70 

927.57 

10272.74 

817.49 

13.27 

7.36 

20 

23.76 

86.86 

936.95 

10291.64 

657.29 

8.63 

4 . 74 

21 

16.32 

49.13 

840.21 

10355.23 

858.22 

11.87 

6.42 

22 

25.25 

53 . 39 

910.13 

10320.92 

600.77 

8.57 

5.16 

23 

22 . 01 

84.95 

958.80 

10412.92 

725.90 

8.75 

5.00 

24 

24.80 

62.50 

823 . 07 

10231.68 

553.18 

8.14 

5.71 

AVG 

21.11 

67.20 

901.53 

10254.62 

779.01 

10.31 

6.27 

'D  DEV 

6.70 

23 .43 

55.50 

115.06 

258.29 

3.53 

2.42 
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Amounts  of  Pyridostigmine  Base  Recovered  in  the  Urine 
After  Intravenous1  and  Oral/  Administration  of  Pyridostigmine  Bronide 

(microprams) 


b 

S 


CO 

o 

o 

*3* 

o 

o 

*3* 

2^ 

CO 

rH 

rH 

in 

^3* 

VD 

rH 

in 

OJ 

s 

rH 

VD 

rH 

rH 

VD 

O 

rH 

CO 

* 

rH 

rH 

in 

CO 

OJ 

OJ 

in 

CO 

CO 

* 

in 
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Table  13 


Recovery  of  Pyridostigmine  in  the  Urine  after 
Intravenous  and  Oral  Administration  of 
Pyridostigmine  Bromide 


INTRAVENOUS 

ADMINISTRATION 

ORAL 

ADMINISTRATION 

URINARY 

DOSE 

% 

URINARY 

DOSE 

% 

SUBJ  # 

RECOVERY-ug 

ug 

EXCRETED 

RECOVERY 

-ug  ug 

EXCRETED 

17 

640 

839 

76.3 

2056 

10362 

19.8 

18 

438 

111 

56.4 

698 

10392 

6.7 

19 

788 

928 

84 . 9 

873 

10273 

8.5 

20 

510 

937 

54.4 

1263 

10292 

12 . 3 

21 

379 

840 

45.1 

501 

10355 

4.8 

22 

326 

910 

35.8 

943 

10321 

9.1 

23 

324 

959 

33 . 8 

1189 

10413 

11.4 

24 

556 

823 

67 . 6 

1207 

10232 

11.8 

MEAN 

495 

877 

56.8 

1091 

10330 

10.6 

SD 

163 

65 

18.5 

471 

62 

4 . 6 

CV(%) 

33 

7 

32 . 6 

43 

1 

43 . 1 

MAX 

788 

959 

84.9 

2056 

10413 

19.8 

MIN 

324 

111  ■ 

33.8 

501 

10232 

4.8 
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Table  14 


Pyridostigmine  Renal  Clearance  and  Bioavailability 
Calculated  Using  Urinary  Excretion  Data 


SUBJ #  RENAL  CLEARANCE1  BIOAVAILABILITY2 

ml/min  % 


17 

854 

26.0 

(35.4) 

18 

311 

11.9 

(14.7) 

19 

694 

10.0 

(21.3) 

20 

357 

22.5 

(33.3) 

21 

387 

10.7 

(24.4) 

22 

215 

25.5 

(18.6) 

23 

245 

33 . 8 

(35.5) 

24 

374 

17 . 5 

(20.3) 

MEAN 

430 

19.7 

(29.2) 

SD 

225 

8 . 6 

(  9.4) 

CV(%) 

52 

43 . 7 

(32.2) 

MAX 

854 

33.8 

(35.5) 

MIN 

215 

10.0 

(14.7) 

1  Calculated  from  the  total  clearance  times  the  fractional 

excretion  of  unchanged  pyridostigmine  into  the  urine. 

2  Calculated  by  dividing  the  fractional  excretion  of 

pyridostigmine  into  the  urine  after  oral  dosing  by 
the  fractional  excretion  of  urine  into  the  urine 
after  intravenous  dosing. 

3  Values  in  (  )  represent  the  parameter  estimate  of  bio¬ 

availability  determined  from  the  curve  fitting  process 
(Table  9) . 
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Table  15 


Inhibition  of  Erythrocyte  Acetylcholinesterase  During  and  Following  Intravenous  Pyridostigmine 

SCHEDULED  TIME  OF  SAMPLE 


SUBJ# 

0.00 

0.25 

0.50 

0.75  1.00 

INHIBITION  OF 

1.33  1.67  2.00  3.00  4.00 

ERYTHROCYTE  ACETYLCHOLINESTERASE 

6.00 

o 

o 

•j- 

7 

0.00 

0.18 

0.29 

0.26 

0.23 

0.18 

0.15 

0.12 

0.08 

0.05 

0.03 

-0.02 

8 

0.00 

0.22 

0.28 

0.22 

0.  18 

0.12 

0.09 

0.08 

0.06 

0.00 

-0.03 

-0.03 

9 

0.00 

0.14 

0.27 

0.29 

0.23 

0.21 

0.17 

0.13 

0.10 

0.06 

0.01 

0.04 

10 

0.00 

0 .14 

0  26 

0.22 

0.17 

0  16 

0.14 

0.10 

0.09 

0.04 

-0.02 

-0.04 

11 

0.00 

0.13 

0.29 

0.28 

0.25 

0.21 

0. 14 

0 . 14 

0.06 

0.02 

0.02 

-0.03 

12 

0.00 

0.20 

0.33 

0.29 

0.24 

0.24 

0.11 

0.13 

0.11 

0.05 

0.03 

-0  03 

13 

0.00 

0.19 

0.39 

0.24 

0.20 

0  13 

0.09 

0  .06 

0.06 

0.02 

0.00* 

-0.01 

14 

0.00 

0.20 

0.32 

0.25 

0.  18 

0.14 

0  10 

0.06 

0.06 

0.01 

-0.01 

0.02 

15 

0.00 

0.18 

0.28 

0.24 

0.22 

0.16 

0.15 

0.10 

0.06 

0.01 

0.01 

0.02 

16 

0.00 

0.17 

0.26* 

0.24 

0.  19 

0.15 

0.12 

0.11 

0.11 

0.01 

0.01 

0.03 

17 

0.00 

0.16 

0.29 

0.24 

0.19 

0.12 

0.09 

0.07 

0.04 

0.03 

0.00 

0.03 

18 

0.00 

0.12 

0.22 

0.19 

0. 14 

0.10 

0.06 

0.05 

0.05 

0.00 

0.00 

0.01, 

19 

0.00 

0.19 

0.36 

0.29 

0.28 

0.23 

0  16 

0.13 

0.07 

0.05 

0.03 

0.02* 

20 

0.00 

0.19 

0.32 

0.27 

0.23 

0  19 

0.15 

0.12 

0.06 

0.03 

0.02 

0.00* 

21 

0.00 

0.17 

0.29 

0.22 

0.16 

0  12 

0.10 

0.06 

0.06 

0.04 

0.01 

0.00 

22 

0.00 

0.21 

0.30 

0.23 

0.18 

0.14 

0.10 

0.09 

0.05 

0.03 

0.01 

0.00 

23 

0.00 

0.15 

0.29 

0.27 

0.19 

0.17 

0.15 

0.10 

0.07 

0.03 

0.05 

-0.01 

24 

0.00 

0.14 

0.31 

0.23 

0.  19 

0.16 

0. 12 

0.12 

0.07 

0.03 

0.02 

-0.04 

4 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

MEAN 

0.00 

0.17 

0.30 

0.25 

0.20 

0  16 

0  12 

0.10 

0.07 

0.03 

0.01 

0.00 

SD 

0.00 

0.03 

0.04 

0.03 

0.04 

0.04 

0.03 

0.03 

0.02 

0.02 

0.02 

0.03 

CV(Z) 

0.00 

17,11 

12  94 

11.58 

17.40 

24  83 

25.25 

29.44 

28.99 

63.19 

182.29 

1150.45 

MAX 

0.00 

0.22 

0.39 

0.29 

0.28 

0.24 

0.17 

0.14 

0.11 

0.06 

0.05 

0.04 

MIN 

0.00 

0.12 

0.22 

0.19 

0. 14 

0  10 

0.06 

0.05 

0.04 

0.00 

-0.03 

-0.04 

* 

Sample 

was  not 

obtained  at 

the  scheduled 

time . 

See  Table  4  for 

the  time  of 

sample. 
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7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

# 

1EAN 

SD 

ft  2) 

MAX 

MIN 

* 


Table  16 


Inhibition  of  Erythrocyte  Acetylcholinesterase  Following  Oral  Pyridosti&mine 

SCHEDULED  TIME  OF  SAMPLE 


0.00 

0.25 

0.50 

0.75  1.00 

INHIBITION  OF 

1.33  1.67  2.00  3.00  4.00 

ERYTHROCYTE  ACETYLCHOLINESTERASE  (I) 

6.00 

8.00 

10  00 

ro 

o 

o 

0.00 

0.02 

0.11 

0.14 

0.17 

0.19 

0.27 

0.29 

0.31 

0.26 

0.16 

0.11 

0.06 

0.02 

0.00 

0.01 

0.04 

0. 10 

0.11 

0.10 

0.19 

0.20 

0.26 

0.25 

0.11 

0.07 

0.05 

0,00 

0  00 

0.03 

0.06 

0,10 

0.11 

0.14 

0.14 

0.17 

0.19 

0.22 

0.14 

0.08 

0.08 

0.01^ 

0.00 

0.03 

0.05 

0.08 

0.10 

0.14 

0.17 

0.21 

0.25 

0.22 

0.11 

0.06 

0.04 

0.02' 

0.00 

-0.01 

0,12 

0.22 

0.31 

0.34 

0.34 

0.29 

0.29 

0.25 

0.17 

0.10 

0.05 

-0.01 

0.00 

-0.02 

0.07 

0.11 

0.14 

0.18 

0,23 

0.27 

0.30 

0.25 

0.11 

0.07 

0.02 

-0.03 

0  00 

0.00 

0,12 

0,20 

0.28 

0.33 

0.33 

0.32 

0.35 

0.34 

0.18 

0.  13 

0.08 

-0.02 

0.00 

-0.01 

0,04 

0.  17 

0.25 

0.27 

0.28 

0.32 

0.31 

0.30 

0.21 

0.12 

0.09 

-0.04 

0.00 

0.02 

0,01 

0.06 

0.14 

0.22 

0.27 

0.33 

0.39 

0.36 

0.22 

0.11 

0.07 

-0.04 

0.00 

0.01 

0,00 

-0.01 

-0.01 

0.02 

0.07 

0.14 

0.20 

0.  19 

0.20 

0.14 

0.08 

-0.01 

0.00 

-0.01 

0.09 

0.  18 

0.23 

0.29 

0.31 

0.30 

0.28 

0.26 

0.13 

0.09 

0.04 

0.00 

0  00 

0.01 

0,09 

0.18 

0.20 

0.22 

0.21 

0.20 

0.17 

0.15 

0.05 

0,03 

0.02 

-0.04 

0.00 

0.10 

0.20 

0.26 

0,31 

0.30 

0.27 

0,25 

0.21 

0.17 

0.12 

0.07 

0.08 

0.01 

0  00 

0.00 

0,07 

0.11 

0.15 

0. 17 

0.21 

0.25 

0.29 

0.23 

0.16 

0.07 

0.09 

0.01 

0.00 

-0.01 

0.05 

0.10* 

0.16 

0.18 

0.20 

0.22 

0.17 

0.14 

0.06 

0.05 

0.05 

0.00 

0.00 

0.04* 

0.11 

0.  18 

0.27 

0.26 

0.23 

0.25 

0.27 

0.22 

0.10 

0.06 

0.04 

-0.01 

0.00 

0.04 

0.11 

0.15 

0.21 

0.24 

0.26 

0.25 

0.27 

0.23 

0.15 

0.13 

0.08 

0.01 

0  00 

-0.01 

0.15 

0.17 

0.25 

0.25 

0.30 

0.31 

0.26 

0.21 

0.12 

0.08 

0.11 

0.04 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

18 

0.00 

0.01 

0.08 

0.14 

0.19 

0.21 

0.24 

0.25 

0.27 

0.24 

0.14 

0 . 09 

0.06 

0.00 

0.00 

0.03 

0.05 

0.06 

0.08 

0.08 

0.07 

0.06 

0.06 

0.06 

0.05 

0.03 

0.03 

0.02 

0.00 

213.69 

60.16 

46.26 

44.99 

38.75 

29.05 

21.71 

22.58 

24 , 44 

34.03 

35.35 

40.45 

513.21 

0.00 

0.10 

0  20 

0.26 

0  31 

0.34 

0.34 

0.33 

0.39 

0.36 

0.22 

0. 14 

0  11 

0.04 

0.00 

-0.02 

0.00 

-0.01 

-0.01 

0.02 

0.07 

0.14 

0.17 

0.14 

0.05 

0.03 

0.02 

-0.04 

Sample  was  not  obtained  at  the  scheduled  time.  See  Table  6  for  the  tune  of  sample. 


78 


Table  17 


Duration  of  Inhibition  of  Erythrocyte  Acetylcholinesterase 
After  1.3  mg  of  Pyridostigmine  Bromide  Intravenously 


EARLIEST  TIME  OF  LATEST  TIME  OF  DURATION  OF  AChE 


AChE  INHIBITION 

AChE  INHIBITION 

INHIBITION 

SUBJ  # 

ABOVE  20% 

ABOVE  20% 

ABOVE  20%J 

7 

0.50 

1.00 

0.50 

8 

0.25 

0.75 

0.50 

9 

0.50 

1.33 

0.83 

10 

0.50 

0.75 

0.25 

11 

0.50 

1.33 

0.83 

12 

0.25 

1.33 

1.08 

13 

0.50 

1.00 

0.50 

14 

0.25 

0.75 

0.50 

15 

0.50 

1.00 

0.50 

16 

0.48 

0.75 

0.27 

17 

0.50 

0.75 

0.25 

18 

0.50 

0.50 

0. 222 

19 

0.50 

1.33 

0.83 

20 

0.50 

1.00 

0.50 

21 

0.50 

0.75 

0.25 

22 

0.25 

0.75 

0.50 

23 

0.50 

0.75 

0.25 

24 

0.50 

0.75 

0.25 

MEAN 

0.44 

0.92 

0.49 

SD 

0.11 

0.26 

0.25 

CV(%) 

24 .01 

28.06 

52 . 09 

MAX 

0.50 

1.33 

1.08 

MIN 

0.25 

0.50 

0.22 

1  The 

method  of  determining  duration  for  this  table 

(except  for 

Subject 

18,  see  below)  was  by 

subtracting  the  time 

of  the  first 

measured 

1  value  from  the 

time 

of  the  last  measured 

value  over  20%. 

This 

is 

conservative  in 

defining  the  actual  duration  of  time  above 

20% 

and 

should  be  considered 

at  least  likely  to  be 

an 

underestimate  of  the  true  duration. 

2  As  mentioned  in  the  text  and  shown  in  Table  15,  Subject  18  had 
only  one  value  in  excess  of  20%.  Applying  the  method  used 
elsewhere  in  this  table  would  give  a  duration  of  0  hours  of 
inhibition  in  excess  of  20%  of  baseline,  which  is  clearly 
incorrect.  In  this  subjects  case  only,  the  degree  of  inhibition 
was  determined  by  linear  interpolation  using  the  values  bounding 
the  single  measured  inhibition  of  more  than  20%. 


79 


Table  18 


Duration  of  Inhibition  of  Erythrocyte  Acetylcholinesterase 
After  16  mg  of  Pyridostigmine  Bromide  Orally 


EARLIEST  TIME  OF  LATEST  TIME  OF  DURATION  OF  AChE 

AChE  INHIBITION  AChE  INHIBITION  INHIBITION 

annvr  ?ni  mnuir  int  annwir  on 3-1 


SUBJ  # 

ABOVE  20% 

ABOVE  20% 

ABOVE  20%X 

7 

1.67 

4.00 

2 .33 

8 

2.00 

4.00 

2 . 00 

9 

4.00 

4.00 

1. 172 

10 

2 . 00 

4.00 

2.00 

11 

0.75 

4 . 00 

3 .25 

12 

1.67 

4.00 

2 . 33 

13 

0.75 

4.00 

3 .25 

14 

1.00 

6.00 

5.00 

15 

1 . 33 

6.00 

4.67 

16 

3 . 00 

6 . 00  J 

3 . 00 

17 

1.00 

4.00 

3 . 00 

18 

1.00 

2.00 

1.00 

19 

0.50 

3.00 

2 . 50 

20 

1.67 

4.00 

2.33 

21 

1.67 

2.00 

0.33 

22 

1.00 

4 . 00 

3 . 00 

23 

1.00 

4.00 

3 . 00 

24 

1.00 

4 . 00 

3 . 00 

MEAN 

1.50 

4 . 06 

2 . 62 

SD 

0.87 

1.11 

1.15 

CV(%) 

57 .76 

27 . 37 

43.80 

MAX 

4.00 

6.00 

5.00 

MIN 

0.50 

2 . 00 

0.33 

1  The 

method 

of  determining 

duration  for  this 

table 

(except  for 

Subject  9, 

see  below)  was 

by 

subtracting  the 

time 

of 

the  first 

measured  value  from  the 

time 

of  the  last  measured 

value  over  20%. 

This 

is  conservative  in 

defining  the  actual 

duration 

of  time  above 

20% 

and  should  be  considered 

at  least  likely 

to  be 

t  an 

underestimate  of  the  true 

duration. 

o 

As  mentioned  in  the  text  and 

shown  in  Table 

16,  Subject  9  had  only 

one 

value 

in  excess  of 

20% 

;  • 

Applying  the  method  used 

elsewhere  in 

this 

table 

would  give  a 

duration  of  0  hours 

of  inhibition  in 

excess  of  20%  of  baseline,  which  is  clearly  incorrect.  In  this 
subjects  case  only,  the  degree  of  inhibition  was  determined  by 
linear  interpolation  using  the  values  bounding  the  single  measured 
inhibition  of  more  than  20%. 

3  Inhibition  at  4  hours  was  19%. 
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Table  19 


Maximal  Inhibition  of  Erythrocyte  Acetylcholinesterase 
With  1.3  mg  of  Pyridostigmine  Bromide  Intravenously 


SUBJECT  # 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 


MAXIMAL 
INHIBITION  (%) 

29 

28 

29 

26 

29 

33 

39 

32 

28 

26 

29 

22 

36 

32 

29 

30 
29 

31 


Mean 

SD 

CV  (%) 

MAX 

MIN 


30 

3.8 

12.7 

39 

22 
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Table  20 

Maximal  Inhibition  of  Erythrocyte  Acetylcholinesterase 
With  16  mg  of  Pyridostigmine  Bromide  Orally 


MAXIMAL 

SUBJECT  #  INHIBITION  (%) 


TIME  AFTER  DOSE  TO 
PEAK  INHIBITION  (hrs) 


7 

31 

3 . 0 

8 

26 

3 . 0 

9 

22 

4 . 0 

10 

25 

3 . 0 

11 

34 

1.67 

12 

30 

3 . 0 

13 

35 

3 . 0 

14 

32 

2 . 0 

15 

39 

3 . 0 

16 

20 

3 . 0 

17 

31 

1.67 

18 

22 

1.33 

19 

31 

1.0 

20 

29 

3 . 0 

21 

22 

2 . 0 

22 

27 

3.0 

23 

27 

3.0 

24 

31 

2 . 0 

Mean 

29 

2 . 5 

SD 

5.1 

0.8 

CV  (%) 

17 . 1 

30.9 

MAX 

39 

4 . 0 

MIN 

20 

1.0 
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Table  21 


Area  within  the  Hysteresis  Loop 


SUB  # 

IV  CURVE 

PO  CURVE 

7 

242 . 195 

104 . 040 

8 

197 . 285 

39.090 

9 

264.740 

35.600 

10 

68 . 450 

3.885 

11 

96.955 

198.335 

12 

261.205 

53.730 

13 

437 .330 

156.225 

14 

332.490 

146.970 

15 

225.785 

151.300 

16 

181.780 

61.760 

17 

204.725 

157.790 

18 

140.495 

141.060 

19 

308.875 

85.010 

20 

324 . 390 

91.130 

21 

263.840 

70.655 

22 

241.605 

111.635 

23 

250.070 

115.860 

24 

185.295 

114.140 

AVG 

234.862 

101.956 

D  DEV 

87.470 

51.459 

p  vs  zero 


7.25  X  10"3 


0.048 


Paired  t,  p  *  1.65  x  10-5 
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Table  22 


Indicators  of  "Goodness  of  Fit"  for  the  Curve  Fitting 

to  the  Effect  Model 

IV  PO 


SUB  #  SUM  of 

WEIGHTED 

CORREL 

SUM  Of  WEIGHTED 

CORREL 

SQUARED 

RESIDUALS 

SQUARED  RESIDUALS 

7 

.  0367 

.998 

4.0510 

.938 

8 

.  0197 

.988 

1.1140 

.  872 

9 

.  0388 

.987 

9.0830 

.  920 

10 

.  0691 

.970 

34.0136 

.860 

11 

.  0582 

.  979 

.0234 

.988 

12 

.  1130 

.964 

.  1220 

.930 

13 

.  1530 

.965 

.  0982 

.936 

14 

.  0440 

.972 

.  0698 

.985 

15 

.  0363 

.982 

5.0580 

.962 

16 

.2340 

.  868 

.2740 

.958 

17 

.  1580 

.933 

.  0271 

.988 

18 

.  0182 

.993 

1.1620 

.  927 

19 

.  9070 

.987 

.  2280 

.925 

20 

.  0441 

.988 

.  0853 

.909 

21 

.  2590 

.817 

.  0530 

.924 

22 

.0645 

.985 

.  1160 

.945 

23 

.3150 

.969 

.  0631 

.  981 

24 

.  0490 

.967 

.  1280 

.936 

AVG 

.  1454 

.9618 

3 . 0983 

.  9380 

STD  DEV 

.2097 

.0467 

8.0857 

.  0362 
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Table  23 


Estimates  of  the  Rate  Constant  of  Exit  from  the  Effect 
Compartment  and  Pyridostigmine  Concentration 
that  Produces  50%  Inhibition  of 
Erythrocyte  Acetylcholinesterase 


KEO 

IC50 

SUBJ  # 

/hr 

ng/ml 

7 

3.756 

27.563 

8 

4.624 

30.165 

9 

2.621 

22.066 

10 

4.530 

18.345 

11 

3.399 

41.063 

12 

3.330 

31.484 

13 

5.761 

30.934 

14 

2.759 

37.632 

15 

3.205 

26.721 

16 

1.278 

23.126 

17 

1.890 

22.308 

18 

4.571 

39.738 

19 

3.067 

17.307 

20 

3.237 

33.916 

21 

1.222 

33.386 

22 

5.728 

31.013 

23 

3.186 

33.398 

24 

3.395 

30.116 

AVG 

3.420 

29.460 

'D  DEV 

1.284 

6.842 
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Table  24 


Indicators  of  "Goodness  of  Fit"  for  the  Curve  Fitting 
to  the  Biochemical  Model 


IV 

ORAL 

SUB  # 

SUM  of  WEIGHTED 
SQUARED  RESIDUALS 

CORREL 

SUM  of  WEIGHTED  CORREL 

SQUARED  RESIDUALS 

7 

. 00163 

.995 

. 00890 

.957 

8 

. 00111 

.991 

. 00688 

.910 

9 

.00169 

.986 

. 00905 

.  888 

10 

.00442 

.960 

.01416 

.868 

11 

.00736 

.  969 

. 00394 

.989 

12 

. 00740 

.968 

.01050 

.911 

13 

.00399 

.967 

.01390 

.  946 

14 

.00161 

.987 

.01040 

.  978 

15 

. 00262 

.975 

. 00603 

.964 

16 

.00471 

.907 

. 00212 

.965 

17 

.00388 

.988 

. 00255 

.  985 

18 

. 00048 

.993 

. 00547 

.935 

19 

. 00697 

.979 

. 00789 

.  973 

20 

.00201 

.984 

. 00954 

.912 

21 

. 00496 

.972 

. 00245 

.  977 

22 

.00158 

.981 

.00600 

.  960 

23 

. 00510 

.984 

.00483 

.990 

24 

. 00205 

.971 

. 01120 

.939 

AVG 

. 00353 

.97539 

.00754 

.94706 

STD  DEV 

. 00222 

.01978 

. 00370 

. 03622 
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Table  25 


Estimates  of  the  Biochemical  Hate  Constants  for  Erythrocyte 
Acetylcholinesterase  Inactivation  and  Reactivation 


SUB  #  K(inact)K(inact)K(inact) 
(iv-fit) (po-fit)  (AVG) 


K( react)  K ( react) K (react) 
(iv-fit)  (po-fit)  (AVG) 


ml/ng/hr 

/hr 

7 

.092 

.  073 

.083 

2.729 

1.933 

2.331 

8 

.  102 

.  063 

.083 

3.278 

1.938 

2.608 

9 

.  077 

.  177 

.  127 

1.860 

4.455 

3 . 158 

10 

.  164 

9 . 651* 

.  164 

2.860 

245.280* 

2.860 

11 

.  073 

.  067 

.070 

3.570 

2.726 

3 . 148 

12 

.095 

.  130 

.  113 

3.202 

5.012 

4.107 

13 

.076 

.118 

.097 

3.294 

3.426 

3 . 360 

14 

.071 

.  045 

.058 

2.968 

1.634 

2.301 

15 

.  093 

.  089 

.  091 

2.909 

2.398 

2 . 653 

16 

.053 

.077 

.  065 

1.488 

1.948 

1.718 

17 

.  083 

.  093 

.  088 

2.371 

2.272 

2 .321 

18 

.  079 

.  059 

.069 

3.596 

2.394 

2.995 

19 

.  067 

.589* 

.  067 

1.652 

13.984* 

1.652 

20 

.  073 

.  075 

.074 

2.495 

2.912 

2 .704 

21 

.  064 

.051 

.  058 

2.489 

1.914 

2 .201 

22 

.096 

.115 

.  105 

3.799 

3.335 

3.567 

23 

.094 

.  060 

.077 

3 . 339 

2.184 

2.762 

24 

.  087 

.  084 

.  086 

3.160 

2.440 

2.800 

AVG 

STD  DEV 


.086 

.024 


.076 

.043 


.087 

.027 


2.837 
.  669 


2.385 

1.246 


2.736 
.  616 


*  Not  included  in  the  calculations  of  the  average  and  standard 

deviation 


87 


Figure  la 


Schematic  of  the  model  used  for  the  analysis  of  pyridostigmine 
effects  assuming  an  effect  compartment 


Figure  lb 


Schematic  of  the  model  used  for  the  analysis  of  pyridostigmine 
effects  using  a  biochemical  model 
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Figure  2 
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Figure  2a 
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Subjects  7  -  12:  Concentrations  of  pyridostigmine  base  in 
nanograms  per  milliliter  at  each  sampling  time  after  intravenous 
administration  of  drug 


90 


Figure  2b 
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Subjects  7  -  12:  Concentrations  of  pyridostigmine  base  in 

nanograns  per  milliliter  at  each  sampling  time  after  oral 
administration  of  drug 
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Figure  2c 
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Subjects  13  -  18:  Concentrations  of  pyridostigmine  base  in 

nanograms  per  milliliter  at  each  sampling  time  after  intravenous 
administration  of  drug 
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Figure  2d 
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Figure  2e 
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Figure  2f 
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MG  OF  PYRIDOSTIGMINE  BASE  ABSORBED 


Figure  3 


Amount  of  pyridostigmine  base  absorbed  plotted  as  a  function  of 
the  size  of  the  oral  dose.  X's  are  individual  data  points  from 
subjects  in  whom  pyridostigmine  bioavailability  was  determined. 
The  amount  absorbed  was  calculated  from  the  fraction  available 
times  the  size  of  the  oral  dose.  The  10.3  mg  doses  are  from  this 
study,  the  41.6  mg  doses  are  data  from  Breyer-Pfaff  et  al.  Clin 
Pharmacol  Ther  37:495,1985  and  the  83.3  mg  doses  are  calculated 
from  the  data  of  Aquilonius  et  al.  Eur  J  Clin  Pharmacol  18:423,1980. 
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Figure  4 
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Figure  4a 
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Figure  4b 
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Figure  4c 
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Subjects  13  -  18:  Fractional  inhibition  of  erythrocyte  acetyl¬ 
cholinesterase  at  each  sampling  time  after  intravenous  adminis¬ 
tration  of  drug 
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Figure  4d 
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Subjects  13  -  18:  Fractional  inhibition  of  erythrocyte  acetyl¬ 
cholinesterase  at  each  sampling  time  after  oral  administration  of 
drug 
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Figure  4e 
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Figure  4f 
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RBC  ACHE  -  FRACTION  INHIBITED 


Figure  5a 


Fractional  inhibition  of  erythrocyte  acetylcholinesterase  after 
an  intravenous  dose  of  pyridostigmine  plotted  against  the  plasma 
concentration  of  pyridostigmine  base  in  nanograms  per  millili¬ 
ter.  At  each  sampling  time  after  dosing  the  mean  fractional 
inhibition  is  plotted  against  the  mean  pyridostigmine  concentra¬ 
tion.  The  data  points  are  connected  in  sequence  beginning  with 
the  baseline  sample. 
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RBC  ACHE  -  FRACTION  INHIBITED 


Figure  5b 


Fractional  inhibition  of  erythrocyte  acetylcholinesterase  after 
an  oral  dose  of  pyridostigmine  plotted  against  the  plasma 
concentration  of  pyridostigmine  base  in  nanograms  per  millili¬ 
ter.  At  each  sampling  time  after  dosing  the  mean  fractional 
inhibition  is  plotted  against  the  mean  pyridostigmine  concentra¬ 
tion.  The  data  points  are  connected  in  sequence  beginning  with 
the  baseline  sample. 


105 


APPENDIX  A 


DETERMINATIONS  OF  PYRIDOSTIGMINE  DOSE  ADMINISTERED 

The  amount  of  pyridostigmine  in  each  intravenous  and  oral  dose  was 
determined.  Syringes  containing  the  intravenous  pyridostigmine  solution  were 
intentionally  overfilled  by  the  pharmacy  so  that  a  small  aliquot  of  each 
solution  could  be  expelled  and  saved  for  pyridostigmine  assay  in  the  process 
of  preparing  the  correct  volume  of  solution  to  administer.  Just  before  the 
syringe  containing  the  intravenous  pyridostigmine  was  placed  in  the  electrical 
infusion  pump  for  infusion,  it  was  weighed  on  a  Mettler  balance.  The  infusion 
was  administered,  and  upon  removing  the  syringe  from  the  pump  it  was  promptly 
weighed  again  on  the  Mettler  balance.  The  specific  gravity  of  the 
pyridostigmine  solution  was  determined  by  delivering  exactly  5  ml  of  the 
solution  using  a  Rainin  pipette  into  a  pre-weighed  beaker,  and  dividing  by  5 
to  determine  the  weight  of  the  solution  per  milliliter. 

A  similar  procedure  was  followed  for  oral  dosing.  The  appropriate 
volume  of  syrup  was  drawn  up  into  the  syringe  and  weighed  on  a  Mettler 
balance.  The  dose  was  administered  by  expelling  the  contents  of  the  syringe 
onto  the  volunteer's  tongue,  and  the  syringe  was  promptly  weighed  again.  The 
specific  gravity  of  the  syrup  was  determined  by  placing  exactly  10  ml  of  syrup 
in  a  pre-weighed  volumetric  flask,  weighing  the  flask  with  its  syrup  contents, 
subtracting  to  find  the  weight  of  the  syrup,  and  dividing  that  weight  by  10  to 
determine  the  weight  of  syrup  per  milliliter. 

The  weights  of  the  syringe  before  and  after  dosing,  the  weight  of  the 
dose,  the  specific  gravity  of  the  solution,  the  concentration  of  pyrido¬ 
stigmine  by  assay  after  the  solution,  and  the  total  dose  administered,  is 
provided  in  the  following  table: 
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Pre-Dose  Post-Dose  Weight  Concent,  of 

Syringe  Syringe  Administered  Specific  Volume  Administered  Dose  of  Drug 

Weight  Weight  Drug  Gavity  Administered  Drug  Administered 

Subject  Route  (grams)  (grams)  (grams) _  (g/ml)  (uL) _  (ug/ml ) _  (mg  base) 
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Mr  in 


The  weights  reported  above  were  obtained  using  a  Mettler  analytical 
balance,  except  where  the  weights  are  reported  only  to  the  nearest  hundredth 
gram.  In  those  case,  a  table  top  Mettler  balance  was  used  because  the 
analytical  Mettler  balance  was  not  functional. 

It  should  be  noted  that  the  mean  dose  of  drug  administered  intra¬ 
venously,  expressed  as  milligrams  of  base,  was  0.90153  mg,  and  corresponds 
to  a  dose  of  1.3  mg  pyridostigmine  bromide.  For  the  oral  dose,  the  mean 
pyridostigmine  base  of  10.25462  mg  administered  corresponds  to  a  dose  of  14.8 
mg  pyridostigmine  bromide. 
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APPENDIX  B 


PROCEDURAL  TIMETABLE 


Screening*  1  2 


DAY  NUMBER 
3  4  5  6 


13** 


Medical  history  X 

Physical  examination  X 

CBC  with  differential  X 

Reticulocyte  count 

SMA-6  X 

SMA-12  X 

LDH  X 

CPK***  X 

Chest  x-ray  X 

(within  6  months) 

Electrocardiogram  X 

Urinalysis  X 

Red  blood  cell 


acetylcholinesterase 
Pyridostigmine  levels 
Drug  administration 
Discharge  from  hospital 


X 

X 

X 

X 

X 

X 


X 

X 

X 

X 

X 

X 


X 

X  X 

XXX 

X  X 
X 


X 

X 

X 

X 

X 

X 

X 

X 

X  X 

X  X 

X 

X 


*  Screening  is  conducted  within  two  weeks  of  the  subject's  entry 
into  the  hospital. 

**  If  the  subject's  clinical  labs  on  Day  6  are  abnormal,  he  will 
be  invited  to  return  for  follow-up  clinical  testing  on  Day  13 
and  weekly  thereafter  until  tests  become  normal  or  an  alternative 
explanation  is  determined. 

***  CPK  (creatine  phosphokinase)  is  equivalent  to  creatine  kinase 

(CK) ,  the  nomenclature  used  elsewhere  in  this  report  except  here 
in  Appendix  B. 
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STUDY  FLOW  CHART  -  DOSE-RANGING  PHASE 


DAY  HOUR  APPROXIMATE  TIME  PROCEDURE 

1  -21  11:00  AM  Subjects  admitted  to  Unit 

Sign  Consent  Form 
Blood: 

CBC  with  differential 

Reticulocyte  count 

SMA-6 

SMA-12 

LDH 

CPK 

Red  blood  cell 

acetylcholinesterase 
(RBC  AChE) 

EKG 


Urinalysis 

-8 

12:00  MN 

NPO 

No  smoking 

-1 

7:00  AM 

Insert  heparin  lock  for 
blood  sampling 

0 

8:00  AM 

Blood:  Pyridostigmine 

level 

RBC  AChE  level 

Pulse  rate,  hand  grip, 
coordination  testing 
(clinical  examination) 

ADMINISTER  TEST  DRUG 

Pyridostigmine 

0.66  mg  IV  over  30 
minutes  by  infusion  pump 

0.08 

8:05  AM 

Blood:  Pyridostigmine 

level 

0.16 

8:10  AM 

Blood:  Pyridostigmine 

level 

0.25 

8:15  AM 

Blood:  Pyridostigmine 

level 

RBC  AChE  level 

Pulse  rate 

0.33 

8:20  AM 

Blood:  Pyridostigmine 

level 

110 


(continued) 


DAY 

HOUR 

APPROXIMATE  TIME 

PROCEDURE 

2 

0.42 

8:25  AM 

Blood: 

level 

Pyridostigmine 

0.50 

8:30  AM 

Blood: 

Pyridostigmine 

level 

RBC  AChE  level 


Pulse  rate,  hand  grip, 
coordination  testing 
(clinical  examination) 


0.58 

8:35 

AM 

Blood:  Pyridostigmine 

level 

0. 66 

8:40 

AM 

Blood:  Pyridostigmine 

level 

0.75 

8:45 

AM 

Blood :  Pyridostigmine 

level 

RBC  AChE  level 

Pulse  rate 

0.83 

8:50 

AM 

Blood :  Pyridostigmine 

level 

0.92 

8:55 

AM 

Blood:  Pyridostigmine 

level 

1.0 

9:00 

AM 

Blood ;  Pyridostigmine 
level 

RBC  AChE  level 

Pulse  rate,  hand  grip 

1.33 

9:20 

AM 

Blood:  Pyridostigmine 

level 

RBC  AChE  level 

Pulse  rate 

1.66 

9:40 

AM 

Blood:  Pyridostigmine 

level 

RBC  AChE  level 

Pulse  rate 

2.00 

10:00 

AM 

Blood:  Pyridostigmine 

level 

RBC  AChE  level 

Pulse  rate,  hand  grip 

2.5 

10:30  . 

AM 

111 

Blood :  Pyridostigmine 

level 

(continued) 


HOUR 

APPROXIMATE  TIME 

PROCEDURE 

3.0 

11:00  AM 

Blood:  Pyridostigmine 
level 

RBC  AChE  level 

Pulse  rate 

3.5 

11:30  AM 

Blood:  Pyridostigmine 

level 

4.0 

12:00  PM 

Blood :  Pyridostigmine 

level 

RBC  AChE  level 

Pulse  rate,  hand  grip 

5.0 

1:00  PM 

Blood:  Pyridostigmine 

level 

6.0 

2:00  PM 

Blood:  Pyridostigmine 
level 

RBC  AChE  level 

Pulse  rate,  hand  grip 

7.0 

3:00  PM 

Blood:  Pyridostigmine 
level 

8.0 

4:00  PM 

Blood :  Pyridostigmine 

level  and  CPK 

10.0 

6:00  PM 

Blood:  Pyridostigmine 

level 

12.0 

8:00  PM 

Blood :  Pyridostigmine 
level 

0 

8:00  AM 

Blood :  Pyridostigmine 

level 

RBC  AChE  level 

CBC  with  differential 

Reticulocyte  Count 

SMA-6 

SMA-12 

LDH 

CPK 

Urinalysis 

EKG 

Pulse  rate,  hand  grip 
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Heparin  lock  may  be 
discontinued  if  the  patient 
desires 


(continued) 


DAY  HOUR 

4 

5  -8 

-1 

0 

0.25 

0.50 

0.75 

1.0 

1.33 

1.66 

2.0 

2.5 


APPROXIMATE  TIME 

12:00  MN 

7:00  AM 

8:00  AM 

8:15  AM 

8:30  AM 

8:45  AM 

9:00  AM 

9:20  AM 

9:40  AM 

10:00  AM 

10:30  AM 


PROCEDURE 

No  procedures  scheduled 
NPO 

No  smoking 

Insert  heparin  lock  for 
blood  sampling 

Blood:  Pyridostigmine  level 

RBC  AChE  level 

Pulse  rate,  hand  grip 

ADMINISTER  TEST  DRUG 

Pyridostigmine  20  mg  syrup 
orally 

Blood:  Pyridostigmine  level 

RBC  AChE  level 
Pulse  rate 

Blood:  Pyridostigmine  level 

RBC  AChE  level 

Pulse  rate,  hand  grip 

Blood:  Pyridostigmine  level 

RBC  AChE  level 
Pulse  rate 

Blood:  Pyridostigmine  level 

RBC  AChE  level 

Pulse  rate,  hand  grip 

Blood:  Pyridostigmine  level 

RBC  AChE  level 
Pulse  rate 

Blood:  Pyridostigmine  level 

RBC  AChE  level 
Pulse  rate 

Blood:  Pyridostigmine  level 

RBC  AChE  level 

Pulse  rate,  hand  grip 

Blood:  Pyridostigmine  level 
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(continued) 


DAY  HOUR  APPROXIMATE  TIME  PROCEDURE 


5 

3.0 

11:00  AM 

Blood:  Pyridostigmine 

RBC  AChE  level 

Pulse  rate 

level 

3.5 

11:30 

AM 

Blood: 

Pyridostigmine 

level 

4.0 

12:00 

PM 

Blood:  Pyridostigmine 

RBC  AChE  level 

Pulse  rate,  hand  grip 

level 

5.0 

1:00 

PM 

Blood: 

Pyridostigmine 

level 

6.0 

2:00 

PM 

Blood:  Pyridostigmine 
RBC  AChE  level 

Pulse  rate,  hand  grip 

level 

7.0 

3:00 

PM 

Blood: 

Pyridostigmine 

level 

8.0 

4:00 

PM 

Blood:  Pyridostigmine 

and  CPK 

level 

10.0 

6:00 

PM 

Blood: 

Pyridostigmine 

level 

12.0 

8:00 

PM 

Blood: 

Pyridostigmine 

level 

6 

0 

8:00 

AM 

Blood: 

CBC  with  differential 

Reticulocyte  count 

SMA-6 

SMA-12 

LDH 

CPK 

RBC  AChE  level 
Pyridostigmine  level 
Pulse  rate,  hand  grip, 
coordination  testing 
(clinical  examination) 

EKG 

Urinalysis 

Discharge  after  breakfast 
NOTE:  There  will  be  no  timed  urine  collections  for  this  protocol. 
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STUDY  FLOW  CHART  -  BIOAVAILABILITY  PHASE 


DAY  HOUR  APPROXIMATE  TIME  PROCEDURE 


1  -21  11:00  AM  Subjects  admitted  to  Unit 

Sign  Consent  Form 
Blood: 

CBC  with  differential 

Reticulocyte  count 

SMA-6 

SMA-12 

LDH 

CPK 

Red  blood  cell 

acetylcholinesterase 
(RBC  AChE) 

EKG 

Urinalysis 


-8 

12:00  MN 

NP0 

No  smoking 

-1 

7:00  AM 

Insert  heparin  lock  for  blood 

sampling 

0 

8:00  AM 

Blood:  Pyridostigmine  level 

RBC  AChE  level 
Pulse  rate,  hand  grip, 
coordination  testing  (clinical 
examination) 

ADMINISTER  TEST  DRUG 

Pyridostigmine  intravenous 
solution 

Dose  will  be  based  upon  the 
data  obtained  in  the  Dose 
Ranging  Phase.  The  doses 
administered  will  be  such  that 
RBC  AChE  inhibition  will  be 
between  20%  and  40%. 


0.08 

8:05 

AM 

Blood: 

Pyridostigmine 

level 

0.16 

8.10 

AM 

Blood: 

Pyridostigmine 

level 

0.25 

8:15 

AM 

Blood: 

Pyridostigmine 

level 

0.33 

8:20 

AM 

Blood: 

Pyridostigmine 

level 

0.42 

8:25 

AM 

Blood: 

Pyridostigmine 

level 
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(continued) 


HOUR 

APPROXIMATE  TIME 

PROCEDURE 

0.50 

8:30 

AM 

Blood:  Pyridostigmine  level 

Hand  grip,  coordination 
testing  (clinical  examination) 

0.58 

8:35 

AM 

Blood: 

Pyridostigmine 

level 

0.66 

8:40 

AM 

Blood: 

Pyridostigmine 

level 

0.75 

8:45 

AM 

Blood: 

Pyridostigmine 

level 

0.83 

8:50 

AM 

Blood: 

Pyridostigmine 

level 

0.92 

8:55 

AM 

Blood: 

Pyridostigmine 

level 

1.0 

9:00 

AM 

Blood:  Pyridostigmine 

RBC  AChE  level  . 

Pulse  rate,  hand  grip 

level 

1.33 

9:20 

AM 

Blood: 

Pyridostigmine 

level 

1.66 

9:40 

AM 

Blood: 

Pyridostigmine 

level 

2.0 

10:00 

AM 

Blood:  Pyridostigmine 

RBC  AChE  level 

Pulse  rate,  hand  grip 

level 

2.5 

10:30 

AM 

Blood: 

Pyridostigmine 

level 

3.0 

11:00 

AM 

Blood:  Pyridostigmine 

RBC  AChE  level 

Pulse  rate 

level 

3.5 

11:30 

AM 

Blood: 

Pyridostigmine 

level 

4.0 

12:00 

PM 

Blood:  Pyridostigmine 
RBC  AChE  level 

Pulse  rate,  hand  grip 

level 

5.0 

1:00 

PM 

Blood: 

Pyridostigmine 

level 

6.0 

2:00 

PM 

Blood:  Pyridostigmine 

RBC  AChE  level 

Pulse  rate,  hand  grip 

level 

7.0 

3:00 

PM 

Blood: 

Pyridostigmine 

level 

8.0 

4:00 

PM 

Blood:  Pyridostigmine 

and  CPK 

level 
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(continued) 


DAY 

HOUR 

APPROXIMATE  TIME 

PROCEDURE 

2 

10.0 

6:00  PM 

Blood:  Pyridostigmine  level 

12.0 

8:00  PM 

Blood:  Pyridostigmine  level 

3 

0 

8:00  AM 

Blood:  Pyridostigmine  level 

RBC  AChE  level, 

CBC  with  differential 
Reticulocyte  count 

SMA-6 

SMA-12 

LDH 

CPK 

Pulse  rate,  hand  grip 

EKG 

Urinalysis 

Heparin  lock  may  be 
discontinued  if  the  patient 
desires. 

4 

NO  procedures  scheduled 

5 

-8 

12:00  MN 

NPO 

No  smoking 

-1 

7:00  AM 

Insert  heparin  lock  for  blood 
sampling 

5 

0 

8:00  AM 

Blood:  Pyridostigmine  level 

RBC  AChE  level 

Pulse  rate,  hand  grip 

ADMINISTER  TEST  DRUG 

Pyridostigmine  syrup 

0.25 

8:15  AM 

Blood:  Pyridostigmine  level 

0.50 

8:30  AM 

Blood:  Pyridostigmine  level 

Hand  grip 

0.75 

8:45  AM 

Blood:  Pyridostigmine  level 

1.0 

9:00  AM 

Blood:  Pyridostigmine  level 

RBC  AChE  level 

Pulse  rate,  hand  grip 

1.33 

9:20  AM 

Blood:  Pyridostigmine  level 
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(continued) 


DAY  HOUR  APPROXIMATE  TIME  PROCEDURE 


1.66 

9:40 

AM 

Blood: 

Pyridostigmine  level 

2.0 

10:00 

AM 

Blood: 

Pyridostigmine  level 

RBC  AChE  level 

Pulse 

rate,  hand  grip 

2.5 

10:30 

AM 

Blood: 

Pyridostigmine  level 

3.0 

11:00 

AM 

Blood: 

Pyridostigmine  level 

RBC  AChE  level 
Pulse  rate 


3.5 

11:30  AM 

Blood: 

Pyridostigmine 

level 

4.0 

12:00  PM 

Blood: 

Pyridostigmine 

level 

RBC  AChE  level 
Pulse  rate,  hand  grip 


5.0 

1:00  PM 

Blood: 

Pyridostigmine 

level 

6.0 

2:00  PM 

Blood: 

Pyridostigmine 

level 

RBC  AChE  level 
Pulse  rate,  hand  grip 


7.0 

3:00 

PM 

Blood: 

Pyridostigmine 

level 

8.0 

4:00 

PM 

Blood: 
and  CPK 

Pyridostigmine 

level 

10.0 

6.00 

PM 

Blood: 

Pyridostigmine 

level 

12.0 

8:00 

PM 

Blood: 

Pyridostigmine 

level 

0 

8:00 

AM 

Blood: 

CBC  with  differential 

Reticulocyte  count 

SMA-6 

SMA-12 

LDH 

CPK 

RBC  AChE  level 
Pyridostigmine  level 
Pulse  rate,  hand  grip, 
coordination  testing  (clinical 
examination) 

EKG 

Urinalysis 

Discharge  after  breakfast 

NOTE:  There  will  be  no  timed  urine  collections  for  this  protocol. 
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APPENDIX  C 


CLINICAL  LABORATORY  NORMAL  VALUES 

The  ranges  of  these  values  have  been  determined  and  are  utilized  by 
the  Department  of  Laboratory  Medicine  of  The  Johns  Hopkins  Hospital. 


Serum  Chemistrv 

Normal 

Limits 

Units 

Tests 

Lower 

Upper 

Sodium 

135 

148 

mEq/1 

Potassium 

3.5 

5.0 

mEq/1 

Chloride 

96 

109 

mEq/1 

Carbon  dioxide 

24 

30 

mEq/1 

Serum  urea  nitrogen 

12 

25 

mg/dl 

Creatinine 

0.4 

1.5 

mg/dl 

Glucose 

70 

115 

mg/dl 

Calcium 

9.0 

11.0 

mg/dl 

Total  bilirubin 

0.3 

1.2 

mg/dl 

Direct  bilirubin 

0.1 

0.4 

mg/dl 

Total  protein 

6.0 

8.5 

g/dl 

Albumin 

3 . 2 

5.3 

g/dl 

Aspartate  aminotransferase 

0 

35 

IU/1 

Alanine  aminotransferase 

0 

30 

IU/1 

Alkaline  phosphatase 

0 

95 

IU/1 

Phosphate,  inorganic 

3.0 

4.5 

mg/dl 

Lactic  dehydrogenase 

0 

200 

IU/1 

Creatine  kinase 

0 

160 

IU/1 

Uric  Acid 

4.2 

8.8 

mg/dl 

Cholesterol 

146 

270 

mg/dl 
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Normal 

Limits 

Units 

Lower 

UPPer 

Hematoloav  Tests 

White  blood  cells 

4,500 

11,000 

#/mm3 

Red  blood  cells 

4.50 

5.90 

million/mm3 

Hemoglobin 

13.9 

16.3 

g/dl 

Hematocrit 

41.0 

53.0 

% 

Platelets 

150 

350 

thousand/mm 

Reticulocytes 

0.5 

1.5 

% 

White  Blood  Cell 
Differentials : 

Bands 

2 

6 

% 

Segmental  Neutrophils 

31 

76 

% 

Lymphocytes 

24 

44 

% 

Monocytes 

2 

11 

% 

Eosinophils 

1 

4 

% 

Basophils 

0 

1 

% 
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APPENDIX  D 


ASSAY  OF  ERYTHROCYTE  ACETYLCHOLINESTERASE  AT  THE  JOHNS 
HOPKINS  UNIVERSITY  DIVISION  OF  CLINICAL  PHARMACOLOGY 

The  determination  of  erythrocyte  acetylcholinesterase  (AChE) 
follows  the  protocol  established  by  the  US  Army  Medical  Research 
Institute  for  Chemical  Defense  for  the  determination  of  erythro¬ 
cyte  AChE. 

Principle  of  Method.  Chemicals.  Equipment  and  Materials.  Prepara¬ 

tion  of  Reagents 

The  principles  of  the  methods,  the  chemicals,  materials,  and 
equipment  needed,  the  preparation  of  reagents  and  standards  are 
detailed  in  the  Standard  Operating  Procedure  (SOP)  of  18  June 
1985  of  the  Analytical  Chemistry  Branch,  USAMR,  ICD,  Aberdeen 
Proving  Ground,  Maryland  21010.  These  are  followed  exactly 
except  for  preparation  of  the  stock  glutathione  solution,  page  3, 
number  6  under  A.  Reagents.  The  typographical  error  is  corrected 
and  1.844  g  of  glutathione,  reduced  form,  (GSH)  are  dissolved  in 
a  total  volume  of  100ml  of  EDTA  diluent. 

Collection  and  Preparation  of  Specimen  for  Sampling 

Blood  is  collected  into  3  ml  purple  topped  VacutainerR 
(EDTA)  through  a  catheter  inserted  into  an  arm  vein.  After  the 
sample  is  drawn,  it  is  mixed  and  brought  promptly  to  the  lab  at 
room  temperature.  One  and  one  half  ml  of  the  blood  is 
centrifuged  for  2  minutes  at  15,000  RPM  in  an  Eppendorf  model 
5414  centrifuge.  After  centrifugation  all  plasma  is  removed  from 
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the  top  of  the  packed  erythrocytes  with  a  Pasteur  pipet.  The 
erythrocytes  are  then  picked  up  in  a  clean  Pasteur  pipet, 
starting  from  the  bottom  of  the  centrifuge  tube,  avoiding  drawing 
air  after  all  the  cells  have  been  pipetted.  The  packed  cells  are 
transferred  to  a  0.5  ml  sample  cup  and  are  ready  for  AChE 
analyses.  Sample  preparation  time  is  kept  to  3  minutes. 
Preparation  of  Standards 

Standards  are  prepared  according  to  the  SOP  of  the  ICD. 
Preparation  of  AChE  Control  Material 

A  quality  control  enzyme  standard  is  used  to  measure  assay 
precision.  The  enzyme  used  is  electric  eel  AChE  which  is  diluted 
in  a  large  volume  to  a  specific  activity  and  frozen  in  aliquots. 
An  aliquot  is  used  each  day  the  assay  is  performed.  Electric  eel 
samples  were  assayed  in  accordance  with  ICD  SOP.  See  below  for 
specific  details. 

Analysis  Start-Up 

ICD  SOP  is  followed.  The  heating  circulator  is  turned  on. 

We  allow  temperature  to  reach  37  degrees  C  and  verify  constancy 
periodically. 

Proportioning  Pump 

ICD  SOP  is  followed.  Water  with  Brij  35  precedes  the 
reagents.  A  good  bubble  pattern  is  verified. 

Colorimeter  and  Recorder 

ICD  SOP  is  followed.  Lamp  warmup  is  at  least  10  minutes. 
Once  reagents  are  running,  the  recorder  is  zeroed  for  no  signal 
and  full  scale.  Speed  is  set  to  1.0  cm/min. 
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Sampler 


ICD  SOP  is  followed.  Proper  operation  of  sampler  is 
verified  prior  to  running  any  samples. 

Analyses 

Recorder  baseline  is  set  to  zero. 

Manifold  has  been  modified  so  that  the  substrate  blank  side 
pumps  saline  continuously.  Erythrocytes  enter  only  one  side  and 
one  photo  cell.  At  the  end  of  the  day,  a  substrate  blank  is  run 
by  placing  the  substrate  line  into  saline  and  measuring  the 
activity  of  the  erythrocytes  without  a  substrate.  ICD  SOP  is 
followed . 

Incubation  time  is  measured.  The  length  of  time  it  takes 
erythrocytes  to  travel  from  the  point  where  substrate  is  added  to 
the  sample  stream  until  exit  from  the  dialyzer  is  defined  as  the 
incubation  time. 

GSH  standards  and  electric  eel  AChE  are  assayed  first.  A  60 
micromoles/ml  (u  moles/ml)  GSH  standard  is  assayed  followed  by 
15,  30,  and  45  u  moles/ml  GSH  standards,  and  a  1:1  dilution  of 
the  electric  eel  quality  control.  Machine  sensitivity  is 
adjusted  using  the  STD  CAL  knob  so  that  the  60  u  moles/ml 
standard  reads  80  to  90  on  the  recorder  scale.  Two  standard 
curves  and  a  minimum  3  electric  eel  samples  are  assayed  prior  to 
assay  of  erythrocyte  samples.  Erythrocyte  samples  are  separated 
by  at  least  two  saline  cups.  Machine  performance  is  standardized 
periodically  throughout  the  day  by  running  standard  curves  and 
electric  eel  samples.  Gain  is  decreased  if  the  60  u  moles/ml  GSH 
rises  above  90.  Where  possible,  standards  are  assayed  hourly  and 
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erythrocyte  samples  measured  in  duplicate. 

Shut  Down  SOP 

ICD  is  followed.  Care  is  taken  to  dry  the  tubes  and  to 
insure  that  they  are  in  a  relaxed  position. 

Data  Reduction 

AChE  activity  is  determined  as  follows: 

The  concentration  of  each  GSH  standard  is  divided  by  the 
peak  height  of  the  deflection  produced.  This  value  is  then 
divided  by  the  time  of  incubation  in  minutes  to  produce  a  factor 
of  u  moles/ml/min/chart  unit.  The  individual  factors  from  each 
standard  in  the  curve  are  averaged.  The  average  factor, 
u  moles/ml/min/chart  unit,  is  used  to  convert  the  deflection  pro¬ 
duced  by  samples  to  AChE  activity,  u  moles/ml/min . 


ASSAY  PERFORMANCE  AT  JOHNS  HOPKINS  HOSPITAL 
Quality  Control 

A  standard  solution  of  electric  eel  acetylcholinesterase  is 
measured  several  times  on  the  days  that  assays  are  performed. 

The  current  batch  of  JHH  electric  eel  was  prepared  on  14 
October  1985  using  Sigma  Co,  Type  VI-S  Cholinesterase,  Acetyl 
(catalog  #C3389)  from  electric  eel,  Lot  #83F8100.  One  10,000 
unit  vial  was  diluted  in  Tris  buffer  containing  1%  bovine  serum 
albumin.  The  dilution  target  was  such  that  a  one  to  one  dilution 
of  the  solution  should  contain  15.0  u  moles/ml/min  of  cholines¬ 
terase  activity. 

After  the  dilution,  aliquotting  and  freezing  of  the 
cholinesterase  solution  was  performed,  it  was  discovered  that  the 
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colorimeter  was  not  functioning  correctly  and  that  the  GSH 
standards  were  in  error.  New  standards  were  made;  the  colori¬ 
meter  was  repaired.  The  instrument  was  calibrated  with  GSH 
standards  and  the  Aberdeen  quality  control  standard.  The 
latter's  activity  was  7.46  u  moles/ml/min,  within  the  range  at 
ICD,  Aberdeen. 

The  assay  was  used  on  13  different  days.  On  each  day  an 
aliquot  of  the  electric  eel  quality  control  standard  was  thawed 
and  assayed  several  times.  The  overall  statistics  of  127  samples 
from  the  13  aliquots  show  mean  activity  9.88  u  moles/ml/min  with 
a  standard  deviation  of  0.27  u  moles/ml/min.  The  coefficient  of 
variation  is  2.7%.  Looking  only  at  the  means  of  the  assays  in  a 
single  day,  the  activity  of  the  quality  control  is  9.91  ±  0.23 
u  moles/ml/min  (C.V.  =  2.3%). 

Precision 

Blood  samples  were  drawn  from  6  study  subjects  prior  to  drug 
administration.  Each  sample  was  assayed  on  several  occasions. 

The  results  are  tabulated  in  the  Table. 

The  intra-assay  coefficient  of  variation  ranged  from  0.5  to 
3.5%,  with  a  mean  of  2.5%.  Day  to  day  variations  in  the  measure¬ 
ment  of  a  subject's  drug  free  erythrocyte  AChE  ranged  from  0.14 
to  0.67  u  moles/ml/min  or  1.08  to  5.48%  of  the  value  on  a  single 
day.  This  variation  is  about  twice  the  intra-assay  variation  and 
suggests  that  either  the  inter-assay  variation  is  greater  than 
that  of  the  intra-assay  and/or  the  activity  of  erythrocyte  AChE 
drawn  from  a  single  subject  on  different  days  varies  to  a  small 
degree. 
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With  a  coefficient  of  variation  of  2.5%  in  the  assay, 
inhibition  of  enzyme  activity  of  5%  or  more  probably  represents 
real  inhibition  by  pyridostigmine,  not  random  variation  due  to 
the  assay. 
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TABLE  -  APPENDIX  D 


ERYTHROCYTE  ACETYLCHOLINESTERASE  ACTIVITY  IN  6  NORMAL  VOLUNTEERS 
Intra-Assay  and  Inter-Assay  Results 


Subject  Day  n  AChE 

u  moles/ml/min 


(±  s 

.D. 

) 

A 

a 

7 

12 . 90 

+ 

0.31 

b 

9 

13 . 04 

+ 

0.31 

B 

a 

10 

13.82 

+ 

0.37 

b 

8 

14.48 

+ 

0.55 

C 

a 

8 

12.59 

+ 

0.36 

b 

8 

13 .28 

+ 

0.31 

D 

a 

4 

13 . 20 

+ 

0.52 

b 

5 

13.87 

+ 

0.07 

E 

a 

4 

13 . 35 

+ 

0.43 

b 

6 

13.86 

+ 

0.33 

F 

a 

4 

14.26 

+ 

0.36 

b 

6 

14.86 

+ 

0.20 

C.V.  b-a  (b-a)/b 

%  u  moles/ml/min  % 


2 . 4 

2 . 4 

0.14 

1.08 

2.7 

3 . 8 

0.66 

4 .78 

2 . 9 

2.3 

0.69 

5.48 

3.9 

0.5 

0.67 

5.08 

3 . 2 

0.51 

3 .82 

2 . 4 

2 . 5 

1.3 

0.60 

4 .21 
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APPENDIX  E 


Form  C  (Revi*«d  4/84) 
J.H.U.M.S. 


CLINICAL  INVESTIGATION  CONSENT  FORM 
The  Johns  Hopkins  Medical  Institutions 


Title  of  Research  Project: 

BIOAVAILABILITY  OF  ORAL  PYRIDOSTIGMINE  AND  INHIBITION 
OF  ACETYLCHOLINESTERASE  BY  ORAL  AND  INTRAVENOUS 
PYRIDOSTIGMINE 


Patient  ID.  Plate 


Explanation  of  Research  Project  to  Subject: 

You  are  invited  to  participate  in  a  study  of  an  approved  and  marketed  drug, 
pyridostigmine.  This  drug  is  currently  in  use  for  treating  patients  with  a  disease  called 
myasthenia  gravis.  The  drug,  based  on  studies  in  animals,  may  also  be  an  effective 
pre-treatment  for  accidental  poinoning  with  certain  insecticides  which  work  in  ways  similar 
to  nerve  gases.  This  study  is  designed  to  see  how  much  of  the  drug  gets  into  the  blood 
stream  when  given  by  mouth  and  how  effective  the  levels  are  in  changing  a  blood  test  that 
may  relate  to  the  degree  of  protection  from  poisoning. 

If  you  agree  to  join  this  study,  you  will  be  hospitalized  for  five  days. 

During  the  course  of  the  hospitalization  you  will  have  a  number  of  blood  samples  drawn 
by  means  of  a  "heparin  lock"  which  allows  us  to  take  repeated  blood  samples  without  sticking 
a  new  needle  into  your  vein  each  time.  The  total  blood  taken  will  be  about  one  pint,  which 
is  the  amount  taken  if  you  donated  blood  at  a  blood  bank.  You  should  not  donate  blood 
for  six  to  eight  weeks  after  the  conclusion  of  the  study. 

On  the  second  day,  after  the  first  blood  sample  is  taken,  you  will  be  given 
the  drug .pyridostigmine,  either  in  syrup  form  or  into  your  vein.  On  the  fifth  day,  you  will 
be  given  pyridostigmine  in  the  manner  not  previously  given  (i.e.,  syrup  or  into  the  vein). 
Wehther  you  get  the  syrup  or  dose  by  vein  first  will  be  determined  "randomly"  in  a  process 
like  flipping  a  coin. 

We  believe  that  the  risks  of  participation  in  this  study  are  small. 
Pyridostigmine  is  not  an  experimental  drug.  The  dose  of  the  drug  you  will  receive  is  much 
smaller  than  the  dose  usually  used  in  treating  patients.  In  a  study  ..similar  to  this  one 
where  doses  about-  three  times  larger  than  the  ones  you  will  receive  were  used,  the  only 
side  effects  noted  were  temporary  fatigue,  muscle  twitching,  and  gastric  distress.  Patients 
who  take  more  than  20  times  as  much  of  the  drug  each  day  than  you  will  receive  in  this  study 
sometimes  develop  nausea,  vomiting,  diarrhea,  abdominal  cramps,  and  increased  body 
secretions.  Because  the  dose  you  will  receive  is  so  much  small  than  what  doctors  use  in 
patients,  it  is  not  likely  that  you  will  develop  these  symptoms.  Treatment  is  available  if 
any  such  symptoms  occur  and  become  severe. 

You  are  under  no  obligation  to  participate  in  this  project.  Should  you  decide 
not  to  participate  or  should  you  decide  to  withdraw  during  the  course  of  the  project,  your 
future  medical  care  at  Hopkins  will  not  be  affected.  Benefits  to  you  for  participation  in 
this  study  are  primarily  financial ,  but  another  potential  asset  is  the  comprehensive 
evaluation  which  accompanies  this  project,  the  records  of  which  will  be  available  in  the 
future.  You  will  be  paid  by  check  for  whatever  proportion  of  the  study  you  complete. 
Successful  completion  of  the  entire  study  will  pay  $340.  You  will  be  paid  by  check  at  the 
time  you  leave  the  hospital. 

Expenses  for  medical  treatment  to  treat  any  injury  that  is  directly  a  result  of 
your  participation  in  accordance  with  this  protocol  will  be  provided  by  the  U.S.  Army.  The 
medical  treatment  provided  might  include,  if  necessary,  laboratory  tests,  x-rays,  and  other 
procedures  used  in  diagnosis  and  treatment.  No  other  compensation  for  injury  is  offered. 


THIS  CONSENT  FORM  CONTINUES  ON  THE  REVERSE  SIDE 


11  you  sign  this  form,  you  are  willing  to  join  the  research  project  described  on  the  other  side  of  this 
page.  Your  jBoctors  did  explain  the  other  kinds  of  treatment  that  are  available  to  you  and  to  others.  You 
should  ask  any  questions  you  have  about  this  research  study.  You  may  ask  questions  in  the  future  if  you 
do  not  understand  something  that  is  being  done. 

The  records  from  this  research  study  will  not  be  given  to  anyone  who  is  not  helping  on  this  study  unless 
you  agree  to  have  the  records  given  out.  If  the  study  uses  a  drug  that  is  under  the  jurisdiction  of  the  Food 
and  Drug  Administration  (FDA),  the  FDA  government  officials  may  look  at  the  relevant  part  of  your 
medical  records  as  part  of  their  job  to  review  new  drug  studies. 

If  you  want  to  talk  to  anyone  about  this  research  study  because  you  think  you  have  not  been  treated 

fairly  or  you  think  you  have  been  hurt  by  joining  the  study,  you  should  call _ Dr.  Brent  G.  Petty _ 

_ _ _  (Principal  Investigator)  at  955  -  8181  ,  or  call  the  Office  of  the  Joint  Committee 

on  Clinical  Investigation  at  955-3008.  Either  the  investigator  or  the  people  in  the  Committee  office  will 
help  to  find  medical  care  for  the  injury  you  feel  you  have  suffered.  You  should  understand  that  The  Johns 
Hopkins  University,  The  Johns  Hopkins  Hospital,  and  the  Federal 

Government  do  not  have  any  program  to  provide  compensation  for  you  if  you  experience  injury  or  other 
bad  effects  which  are  not  the  fault  of  the  investigators. 

You  may  withdraw  from  the  research  study  at  any  time.  Even  if  you  do  not  want  to  join  the  study,  or  if 
you  withdraw  from  it,  you  will  still  have  the  same  quality  of  medical  care  available  to  you  at  johns 
Hopkins. 

If  you  agree  to  join  this  study,  please  sign  your  name  below. 


Subject  •  signature 

(Including  children,  when  applicable 

Signature  of  Parent  or  Guardian  (when  applicable) 

Witneta  to  Content  Procedure*  * 

Signature  of  Investigator 

Dale 

*  Optional  unless  subject  Is  HUterelc,  or  viable  to  sign. 


NOTE:  Signed  copies  of  this  consent  form  must  be  a)  retained  on  file  by  the  Principal  Investigator; 
b)  deposited  in  the  patient  s  medical  record;  and  c)  given  to  the  patient. 


J.H.U.M  S 


appendix  f 


CLINICAL  INVESTIGATION  CONSENT  FORM 
The  Johns  Hopkins  Medicallnstitutions 

Title  of  Research  Project:  Bioavailablity  of  Oral 

Pyridostigmine  and  Inhibition  of 
Acetylcholinesterase  by  Oral  and 
Intravenous  Pyridostigmine 

Patient  I.D  Plate 

j 

Explanation  of  Research  Project  to  Subject: 


You  are  invited  to  participate  in  a  study  of  an  approved  and  marketed  drug,  pyridostig¬ 
mine.  Pyridostigmine  is  a  medicine  that  has  been  prescribed  for  patients,  using  dally  doses 
for  months  or  years,  for  a  period  of  ever  20  years.  This  drug  is  used  for  treating  patients 
with  a  disease  called  myasthenia  gravis.  The  drug,  based  on  studies  in  animals,  may  also  be 
effective  pre-treatment  for  accidental  poisoning  with  certain  insecticides  which  work  in  ways 
similar  to  nerve  gases.  This  use  of  the  drug  is  considered  investigational  by  the  Food  and 
Drug  Administration.  This  study  is  designed  to  see  how  high  the  drug  level  ip  in  the  blood 
stream  when  given  by  mouth  or  into  your  vein  and  how  effective  the  levels  are  ir  changing  a 
blood  test  that  may  relate  to  the  degree  of  protection  from  poisoning. 

If  you  agree  to  join  this  study,  you  will  be  hospitalized  for  five  days.  During  the 
course  of  the  hospitalization  you  will  have  a  number  of  blood  samples  drawn  by  mears  of  a 
"heparin  lock"  which  allows  us  to  take  repeated  blood  samples  without  sticking  a  new  needle 
into  your  vein  each  time.  The  total  blood  taken  will  be  about  one  pint  which  is  the  amount 
taken  if  you  donated  blood  at  a  blood  bank.  You  should  not  donate  blood  for  six  to  eight 
weeks  after  the  conclusion  of  the  study. 

On  the  second  day,  after  the  first  blood  sample,  you  will  be  given  the  drug 
pyridostigmine,  cither  in  syrup  form  or  into  your  vein.  On  the  fifth  day,  you  will  be  giver 
pyridostigmine  in  the  manner  not  previously  giver,  (i.e.,  syrup  or  into  the  vein.)  Whether 
you  get  the  syrup  or  intravenous  drse  first  will  be  determined  "randomly"  in  a  process  like 
flipping  a  ccin. 

We  believe  that  the  risks  of  participation  in  this  study  are  small.  Pyridostig¬ 
mine  is  considered  an  experimental  drug  in  this  project  because  of  the  new  use  for  which  ir 
is  intended.  The  dose  of  the  drug  you  will  receive  is  much  smaller  than  the  dose  usually- 
used  in  treating  patients.  In  a  study  similar  to  this  one  where  doses  about  three  tires 
larger  than  the  ones  you  will  receive  were  used,  the  only  side  effects  noted  were  temporary 
fatigue,  muscle  twitching,  and  gastric  distress.  Patients  who  take  more  than  20  times  as 
much  of  the  drug  each  day  than  you  will  in  this  study  sometimes  develop  nausea,  vomiting, 
diarrhea,  abdominal  cramps,  and  Increased  body  secretions.  Eecause  the  dose  you  will  receive 
is  so  much  smaller  than  what  doctors  use  in  patients,  it  is  not  likely  that  you  will  develop 
these  symptoms.  Treatment  is  available  if  any  such  symptoms  occur  and  become  severe. 

Recently,  a  possible  new'  toxicity  in  rats  was  discovered  which  may  be  related  to  the 
drug.  The  rats  were  given  pyridostigmine  in  a  higher  dosage  than  the  one  planned  for  this 
study.  A  change  in  the  muscle  tissues  in  the  area  where  the  nerves  and  muscles  meet  was  »t’<  r 
using  the  electron  microscope.  The  significance  of  this  finding  is  unknown,  but  it  is 
generally  accepted  in  the  medical  field  that  pyridostigmine  is  safe  for  man  at  the  doses  to 
be  used  in  this  study.  Further  testing  in  other  anlmal6  is  being  done  to  see  if  this 
nerve-muscle  effect  occurs  in  animals  other  than  the  rat.  Additional  tests  in  rats  are  ir. 
progress  to  find  out  the  dose  at  which  the  effect  occurs  and  whether  the  tissue  returns  tc 
normal  when  the  pyridostigmine  is  stopped.  If  results  of  these  tests  become  available  durirp 
this  study,  you  will  be  informed  of  them.  Until  these  tests  are  completed,  a  small  risk  of 
developing  these  changes  cannot  be  ruleo  out  for  participants  in  this  study.  However,  al> 


THIS  CONSENT  FORM  CONTINUES  ON  THE  REVERSE  SIDE 
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If  you  sign  this  fom,  you  are  willing  to  iein  the  research  project  described  ; 
the  other  side  of  this  page.  Your  doctors  did  explain  the  other  kinds  of  treatre:,;  z'r.a' 
are  available  to  you  and  to  others.  You  should  ask  any  questions  you  have  about  :l  is 
research  study.  You  may  ask  questions  in  the  future  if  you  do  not  understand  something 
that  is  being  done. 

The  records  from  this  research  study  will  not  be  given  to  anyone  who  is  nor  helpirg 
on  this  study  unless  you  agree  to  have  the  records  given  cut.  Since  the  study  use; 
drug  that  is  under  the  jurisdiction  of  the  Food  and  Drug  Administration  (FtMi  the  F!‘A 
government  officials  may  look  at  the  relevant  part  of  your  medical  records  as  part  c: 
their  Job  to  review  new  drug  studies.  Officials  from  the  U.S.  Army  involved  with  drug 
development  may  also  review  the  records  for  routine  monitoring  of  the  study. 

If  you  want  to  talk  to  anyone  about  this  research  study  because  you  think  you  have 
not  been  treated  fairly  or  you  think  you  have  been  hurt  by  joining  the  study,  you  should 

call  Dr.  Brent  G.  Petty _  (Principal  Investigator)  at  x8181  ,  or  call  the  Office 

of  the  Joint  Committee  on  Clinical  Investigation. at  955-3008.  Either  the  investigator 
or  the  people  in  the  Committee  office  will  help  to  find  medical  care  for  the  injury  you 
feel  you  have  suffered.  You  should  understand  that  The  Johns  Hopkins  Unversity,  The 
Johns  Hopkins  Hospital,  and  the  Federal  Government  do  not  have  any  program  to  provide 
compensation  for  you  if  you  experience  injury  or  other  bad  effects  which  are  not  the 
fault  of  the  investigator. 

You  may  withdraw  from  the  reseach  study  at  any  time.  Even  if  you  do  not  want  to 
Join  the  study,  or  if  you  withdraw  from  it,  you  will  still  have  the  same  quality  of 
medical  care  available  to  you  at  Johns  Hopkins. 

If  you  agree  to  Join  this  study,  please  sign  your  name  below. 


NOT  VALID  WITHOUT  THE 
COMMITTEE  STAMP  OF 


VOID  ONE  i 
KPN  No _ 


ABOVE  DATE 

:XLlQ^. 


Subject’s  signature 


Witness,  to  Consent  Procedures 


Signature  of  Investigator 


Date 


t’OTF.:  Signed  copies  of  this  consent  fem  must  be  a)  retained  or  file  by  the  IT f n c i p ' 

Investigator;  b)  deposited  in  the  patient's  medical  record;  and  c)  given  to  th»  paMcr.t. 


-2- 


experience  with  the  clinical  use  of  pyridostigmine  in  man  over  the  past  20  years  has  not  led 
to  any  reports  of  nerve-muscle  difficulties  attributed  to  or  resulting  from  the  use  of  this 
drug. 


You  are  under  no  obligation  to  participate  in  this  project.  Should  you  decide  not  to 
participate  or  should  you  decide  to  withdraw  during  the  course  of  the  project,  your  future 
medical  care  at  Hopkins  will  not  be  affected.  Benefits  to  you  for  participation  in  this 
study  are  primarily  financial,  but  another  potential  asset  is  the  comprehensive  evaluation 
which  accompanies  this  project,  the  records  of  which  will  be  available  in  the  future.  You 
will  be  paid  by  check  for  whatever  proportion  of  the  study  you  complete.  Successful  com¬ 
pletion  of  the  entire  study  will  pay  $375.  You  will  be  paid  by  check  at  the  time  you  leave 
the  hospital. 

Under  Army  regulation,  you  are  authorized  all  necessary  care  which  is  the  direct 
result  of  your  participation  in  the  research  and  in  accordance  with  this  protocol.  The 
medical  treatment  provided  might  include,  if  necessary,  laboratory  tests,  x-rays  and  other 
procedures  used  in  diagnosis  and  treatment.  No  other  compensation  for  injury  is  offered. 
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APPENDIX  G 


Publication  Supported  by  this  Contract 

Kornhauser  D,  Petty  B,  Lin  E,  Schuster  B,  Pamplin  C,  Lietman  P: 
In  vivo  relationship  of  the  plasma  concentration  of 
pyridostigmine  to  the  inhibition  of  red  blood  cell  acetyl¬ 
cholinesterase.  Ill  World  Conference  on  Clinical  Pharmacology 
and  Therapeutics,  Stockholm,  Sweden,  July  27  -  August  1,  1986. 
(Abstract) 
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APPENDIX  H 


Personnel  Receiving  Contract  Support 

Paul  S.  Lietman,  M.D.,  Ph.D.,  Principal  Investigator 

Brent  G.  Petty,  M.D.,  Assistant  Investigator 

David  M.  Kornhauser,  M.D.,  Investigator 

Laura  E.  Rocco,  R.N.,  M.S.,  Research  Coordinator 

Joan  Baumgardner,  R.N.,  Research  Nurse 

Sherry  Sigelman,  R.N.,  Research  Nurse 

Amina  Woods,  M.S.,  Laboratory  Administrator 

Evelyn  Fleckenstein,  Secretary 

Michelle  Janouris,  Secretary 

All  of  the  personnel  above  are  members  of  the: 
Division  of  Clinical  Pharmacology 
Department  of  Medicine 

The  Johns  Hopkins  Unversity  School  of  Medicine 
Baltimore,  Maryland  21205 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigpiine 

Lietman 

O  T 

F  M  L 

Ot 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmmmyy 

Procedures 

— 

IoCct-M 

^Screen ing  la borat ory 

- ' 

llMrS5~ 

History,  Physical  Exam 

0 

c 2)0)7-  S2T 

Admission 

a 

22067  es 

s 

ZSOQTTSS' 

f.O- 

I  cert i f y  that : 


1)  I  have  carefully  examinedall  entries  on  the  data  collection 

forms,  consisting  of _ pages,  for  subject  #  QJ[ _ . 

2)  fill  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 

_ M.  D.  2^' £& 

Investigate  's  signature  dd/mmm/yy 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  ExdsbfitigHiDe 

Lietman 

F  M  L 

O  1 

PROTOCOL  DM®. J2-31-C-5133-02 

Date  of 

Date  of 

Age 

Sex 

Race 


MEDICAL  HISTORY 

H  OcY 

evaluat ion  l&z)&3r  Examiner 

^  dd  mmm  yy  rv  4  ^  ^  W 

\  5  KicW  _Tajj_ 

birth 

dd  mrnrn  yy 


print  name 


3LXyr* 


_£\_ 


No  Yes  Comments 


Allergy 

Tobacco  Use 

m  Jk 

Alcohol  Use 

N  H  *  . 

&>  Wa*  S  /  wW 

Recreational  Drug  Use 

Medications  past  2  weeks 

V  ) 

Experimental  Drug  Exposure 

v/ 

"VaWa 

Blood  or  plasma  donor 

1  a.a’f  ^  "V  'V**-v 

Prior  Surgery 

Eye,  ear,  nose,  throat 

Endocrine<diabetes,  thyroid) 

C— V  (heart  murmur, HBP) 

Pulmonary  (cough, asthma) 

Hepat it  is, gastro- intest inal 

Gen ito-ur inary 

Musculoskeletal 

Neuro  psych i at  r i c 

Pest icide/herbicide  use 

Other 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pvri,^pstLlEinlDp 

Lietman 

% 

F  M  L 

<0  l 

PROTOCOL  D&MLlZd85r£z5133-02 

PHYSICAL  EXAMINATION 

Date  \2_ /OCI/X’S. 
dd  mrnrn  yy 


Temperat  ure 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt.  (kg) 

Je-_*2  C 

_  ^  l  n 

_\  ^/rnin 

.1  n  fi.  _© 

_£>  s_.  n 

GENERAL  EXAMINATION: 


(check) 

Nor. 

Abn. 

Provide  details  of  abnormalities 

Head/Neck 

EENT 

Chest , 1 ungs 

TVncc.V\  (V)  HVik 

Heart 

o 

Abdomen 

Genital ia 

V>rS>. 

Rectal 

iO.> 

Ex t remit ies 

S £.*•*"  diftf  juiw  ^-ooT  -fi 

IV  ^  n-JO  l. 

Skin 

✓ 

\  Jtlk  Oft\»r 

Neurologic 

CHEST  X-RAY 

Date  \  (V  \  7  / 


NORMAL 

ABNORMAL 

Describe  abnormal it ies: 

Examiner 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyiidostigpdne 

Lietman 

'S-  t  X 

F  M  L 

£>1 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  <0— 2A00) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bottle 
I.  D.  # 

Q. 

ao  o<^  ss 

o  ^  c>  c> 

o°i  ^>o 

IV 

Nj  A. 

DOSAGE  (total)  «  Ipv  /mg- 

PLA8MA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2A00) 

Actual 
Clock  Time 
(0-2A00) 

CPYRID0D 

fiJG/ML 

RBC 

ACHe 

uM/ml/min 

B01, BA7 

0 

a  a  oci  *25 

osh  r 

o  s  q  s 

B01  : 

BA7: 

BOS 

0.  08 

o°ioS 

B02:  y 

B03 

0.  16 

•* 

O?  *  o 

cO^M  o 

B03«/,^ 

BOA, BAfl 

0.  25 

•• 

o  °\  \  S' 

O  q  )  S" 

B04‘5’,/? 

BA8 : 

BOS 

0.  33 

0°liO 

oq  03 

BOS:  :j  yj. 

BOB 

0.  A2 

** 

o°iiS 

o°ias 

Boe“  LA? 

B07, BAS 

0.  50 

o  a\  3  o 

oq  3  o 

BOTi.re 

BAS:  fQ.13 

BOS 

0.  58 

•* 

o°»3  S 

o°i3S 

B08!3.tS 

BOS 

0.  ££ 

•• 

o  °[  qo 

309 1 3. os 

BIO, BSO 

0.  75 

•  % 

o°iqs 

o°ii(r 

bio.  y,j£ 

B50:/o/7-^ 

Bll 

0.  83 

•• 

O  ^So 

o  q  s"c> 

Bll.  ^ 

B12 

0.  S2 

\  \ 

o  °\  S5 

 o  °i  ss 

B12.4 

B13, B51 

1.  0 

•• 

)  a  oo 

|  O  0*0 

B13‘* 

B51 :  //  ,0o 

B1A, BS2 

1. 33 

\ , 

\  o^o 

lOQi 

B14.^ 

B52=//.jy 

BIS, B53 

1.  ££ 

\  * 

1  o  Vo 

\  o  q  o 

BIS: 

B53 :  //. 

B16, BSA 

2.  0 

\  \ 

Moo 

\  A  o  l 

Bl£: 

B5A:/^ 

B17 

2.  5 

1 1 

\  \  3  o 

\  \  3  o 

B17:  ^ 

kdU><xr  RuuntiLXuAA^ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigpiine 

Lietman 

C  JF 

F  M  L 

©l 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

Q 

odjt'Si 

o^o-a 

o°i  3o 

IV 

tO  A, 

DOSAGE  (total)  _ 'Si-— 02^$- ’ 

PLASMA  CONCENTRATIONS 

page  2 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

n&/ml 

RBC 

ACHe 

uM/ml /min 

BIS, B55 

3.  0 

32  od  %s 

\  3.  o  ^ 

BIS: 

B55  if  a. 44 

BIS 

3.  5 

22  oj  & 

U3o 

\  3.  3-o 

B19,^ 

B20, B56 

4.  0 

*  . 

\3oo 

V3  0  o 

B20 :  4 

056  '-/Q.QS 

B21 

5.  0 

( , 

1  W  o  o 

14  oo 

B21  *  4 

B22, B57 

6.  0 

'  i 

)  S 

)  S’  o 

B22:  4- 

057 :  /J  -36 

B23 

7.0 

ItdO 

\tot) 

B23:  +■ 

B24 

a.  0 

\  , 

\  1  &o 

19  60 

B24:  X 

B2S 

10.0 

4  « 

1^0 

1  0  o 

B25:  .4. 

B26 

12.  0 

i  l 

3.1  o  o 

\  0>O 

B26:  ^ 

B27,  B5S 

24.  0 

3.3  oJrSh 

O  °l  OO 

B27 :  Jr 

058  8  J3-4-! 

t. 

a _ 

Ajlav^jJjuaJc] 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyHrlr.cM-grrrino 

Lietman 

'Sr  Sr  f- 

F  M  L 

o\ 

PROTOCOL  JQAMD_17QS5-C-5133-02 

MEDICATION  RECORD 


STUDY : I V  P YR I DOST I GM I NE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

2. 

32  cv\ss 

CT>  °\  O  -o 

o  3o 

IV 

(Vo  A 

DOSAGE  (total)  _ 

PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

02  oSr'ZS 

o^h  r 

Vo 

•"•Ar 

#  r*  K 

o.  a 

O  3  D  >" 

0.  1G 

0^1  IC5 

Oe 1  1  O 

0.  25 

S' 

o  3 1  r 

Vo 

0.  33 

i  < 

0.  42 

1. 

o  °i  a  r 

S' 

0.  50 

ft  % 

o  °\ 

0^30 

#  ss 

# 

- 

0.  58 

( t, 

o°i3r 

0.  68 

Lf  o 

0.  75 

0°)  Vs" 

*  ss 

0.  63 

t  V 

c3°l  S  o 

0.  92 

l  4 

o  °\s'r 

1.0 

l  4 

/  o  Oo 

l  o  c>o 

*6* 

v  ht 

1.  33 

*• 

/  o 

1  o  2  o 

V2 

1. 66 

(  • 

f  Oiyo 

/  Q  H  o 

2.  0 

«• 

iroo 

1  /  0^>  ... 

*  12 

2.  5 

1130 
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PT  INITIAL 

PT  # 

COMPOUND  JP^ridostiggine 

Lietman 

F  M  L 

O  1 

PROTOCOL  JW®_  lZ-_8j)-C- 5 133-02 

MEDICATION  RECORD 


STUDY;  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

1. 

C°|  O  o 

IV 

( ^  \ 

DOSAGE  (total) 


(fit f  nmj£. . 
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PHY8I0L0GIC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

aaccl^ 

\  C,  o 

Oo  o 

*64 

3.  5 

l 

\  D-3  o 

4.  0 

\Z>  o 

O3o 

*S4 

"*>?/ S4. 

5.  0 

\ 1 1  o  o 

14  oo 

6.  0 

i  sr  oo 

\  S’  <o  o 

#<^ 

V?  Isy 

7.  0 

1  ()C)0 

1  to  o 

a.  0 

n  DO 

\  1  o  o 

10.  0 

l<100 

1^0  0 

12.  0 

oL  l  DO 

24.  0 

Oloo 

003  o 

*  7^ 

«Hs/sh 

*rV. 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

F  M  L 

o\ 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.D.  # 

3 

3S  o  ctfS 

O  %  oo 

(\J 

PO 

ro  f\ 

DOSAGE  (total) 

PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

RBC 

ACHe 

uM/ml  /rnin 

B28, B59 

0 

££  cS tgs 

(\5t 

<" «  cc  <  ,L A 

\\  of 

B28:  j, 

Jr 

B29, B60 

0.  25 

£>%\y 

B29:  * 

B60l^S= 

B30, B61 

0.  50 

l  V 

B30:^  <j>7 

B61: 

B31, B62 

0.  75 

«  ■ 

os  h  r 

B31s^ 

B62:l,-ri 

B32, B63 

1.  0 

/ 

O^OD 

B32!?^ 

B63S|-0  C  v 

B33, B64 

1. 33 

/ , 

0°1  2*j 

B64:  c(.  *■  ;/ 

B34, B65 

1. 66 

1  > 

c> 

B34,  l/y, 

B65:  c(  •  <1 

B35, B66 

2.  0 

( 

\  OQO 

B35i?.0H 

B66  s  Cj  j  V 

B36 

2.  5 

•  - 

\  o3o 

B36:  7,^5 

B37, B67 

3.  0 

1 , 

1  ID  o 

B37 :  ^25* 

B67 :  c1  n 

B38 

3.  5 

‘  < 

\ \3  o 

B38:5;^ 

B39,  B88 

4.  0 

B68s  IO  *i^ 

B40 

5.0 

l  * 

\3  C>D 

B*0,S.91 

B41, B69 

6.  0 

.. 

B41  «4>,37 

B42 

7.0 

1  • 

\  S 

B42 :  ^ 

B43 

8.  0 

‘1 

B43:  ^ 

B69A :  jvj 

B44 

10.0 

1  * 

c,  o 

B44:j|(- 

-#■  Jblouy  OJU&ty hi 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyrn  gflP  np 

Lietman 

'JL  £L  %- 

F  M  L 

O  1 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin¬ 
istration  (0—2400) 

Route 

Bott le 
I.  D.  # 

5* 

o  ft  a  ^ 

(O  A 

PO 

to  r> 

DOSAGE  (total) 


PLASMA  CONCENTRATIONS 

page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ua 1 
Clock  Time 
(0-2400) 

CPYRID03 

RBC 

ACHe 

uM/ml/min 

B45 

12.  0 

,icoo 

3.  C*  ^  c. 

B45  «*- 

B46, B70 

24.  0 

©L  £>  - 

Cp  CO 

B46:^_ 

B70:  \  ( <•' 

_  5/*  i  I  i  J  /S  /  I 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PzgL&Stigffliiie 

Lietman 

'SJL  CL  T 

F  M  L 

S  l 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY;  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  <  0-2400 ) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

5 

3LS 

O 

to  f\ 

PO 

N'*  h 

DOSAGE  (total)  _ £?0_/ 

PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

0 

i  *  oc  <  vVoA 

Y 

#6c 

%:/••• 

# 

CL 

0.  25 

o  %,  \  s' 

0*6  t-5 

0.  50 

C&lo 

os  3o 

#&  L( 

# 

-C  L 

0.  75 

Oc>  w  C 

#  'U 

1.0 

G°»  oO 

0^00 

*'3f  hi 

1. 33 

' » 

O  D.O 

O  °i  5-0 

* 

1. 66 

-  * 

^  O 

*^o 

2.  00 

1  c>  t>  O 

|  oo  o 

#  ^  t 

2.  5 

*  \ 

'  °3  o 

1  030 

3.0 

% 

v  \  oo 

\  i  o  o 

*<§^ 

3.  5 

S 

U3° 

1  \  2  ci 

4.  0 

>. 

\3l  o  o 

\  o  o 

*  ^  hi 

5.0 

i3>  c>o 

\  3  o  o 

6.  0 

i  * 

l  H  D  o 

cso 

*  Hi  fa 

7.  0 

i , 

l  S 

\  7  0-0 

8.  0 

V 

lUo 

lU  o 

10.  0 

w 

1  3 

ISOS 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  Pyridostipnine 

Lietman 

3  C--1 =■ 

F  M  L 

O  I 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott 1 e 
I.  D.  # 

S' 

2  s  odis 

OS  oo 

\OlR 

PO 

DOSAGE  (total)  _ 

PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

a  s  C  ci  s  s 

2  e  c," 

Si  to  o 

*  Bi- 

24.  0 

34  c<\  e  5' 

o 

oSfu  C 

#Vj 

±cjj  1 

.4  * 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridosCigrine 

Lietman 

2,  _C  T_ 

F  M  L 

o  \ 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMISTRY 

Laboratory 


Screen  Predrug  Study 


TEST: NORMAL 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddrnrnmy  y 

NA: 135-148  MEQ/L 

1  1  z 

K : 3. 5—5. 0  MEQ/L 

7  r 

*l.H 

^•7 

CL : 96— 1 09  MEQ/L 

tO  7 

lot 

/dV 

C02 : 24-30  MEQ/L 

a  & 

a? 

3  o 

SUN: 12-25  MG/DL 

1  3' 

lj 

CREAT:0. 4-1. 5  MG/DL 

i.  o 

i.z 

0.7 

GLU : 70-1 1 5  MG/DL 

^7 

ni 

Sr 

T. BILI :0. 3-1. 2MG/DL 

O 

ol 

0.3 

D. BILI : 0. 1-0. 4MG/DL 

0 

0 

OJ 

o.O 

CA:9. 0-11.0  MG/DL 

7-7 

^•7 

P04 : 3. 0—4.  5  MG/DL 

0  -3" 

O  7 

URIC  A:4. 2-8. 6MG/DL 

0 

V) 

SI 

V.  o 

T.  PR0T:6. 0-8. 5G/DL 

6.1  

ALB. : 3. 2-5. 3  G/DL 

H-  J 

AST : 0-35  IU/L 

\°i 

1  7 

03- 

ALT: 0-30  IU/L 

23 

17 

05 

ALK  PHOS : 0-95  IU/L 

b  ^ 

77 

4? 

CHOL: 151-268  MG/DL 

H  t) 

3.^ 

LDH: 0-200  IU/L 

rJ  2) 

1  3 

/  7  y 

CPK : 0-160  U/L (male) 

Mb 

^3 

7  5 

6  / 

<*2 

145 
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I NVESTI GPTOR’  S  NPME 

PT  INI T I  PL 

PT  # 

Compound  Pyridostigmine 

Lietman 

ft  c  F 

F  M  L 

o>) 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMISTRY 

Laboratory 


Screen  Predrug  Study 


TEST : NORMAL 

ddmmmyy 

ddrnrnrnyy 

ddrnrnrnyy 

ddrnrnrnyy 

~ i 

ddrnrnrnyy 

NP: 135-148  MEQ/L 

K : 3. 5-5. 0  MEQ/L 

CL : 96-109  MEQ/L 

/oV 

COE: 24-30  MEQ/L 

0 

n 

SUN: 12-25  MG/DL 

/V 

CREPT:0.  4-1. 5  MG/DL 

o? 

GLU : 70—1 15  MG/DL 

°) 3 

T. DILI : 0. 3-1. 2MG/DL 

0-3 

D. BILI :0. 1-0. 4MG/DL 

O-  / 

CA: 9. 0-11. 0  MG/DL 

tJ-7 

P04:3.  0-4.5  MG/DL 

3.  / 

URIC  P:4. 2-8.  8MG/DL 

*3 

T.  PR0T:6. 0-8.  5G/DL 

j 

PLB.  :  3.  2-5.  3  G/DL 

PST: 0-35  IU/L 

PLT : 0-30  IU/L 

3  o 

PLK  PHOS : 0-95  IU/L 

K)t> 

CHOL: 151-268  MG/DL 

ilo 

LDH : 0—200  IU/L 

CPK : 0-160  U/L (male) 

6  0 

146 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

t  c  f 

F  M  L 

o  1 

PROTOCOL  1 7—85— C— 5 1 33— 02 

HEMATOLOGY  VALUES 

Laboratorv^-V^Lv'i  /daw luuo 


J} 


Screen  Predrug  Study 


TEST  NORMAL 

LhJi& IS? 

ddmrnmyy 

21-Q^' 

ddrnmrnyy 

33>o^, 

'  atscby 

ddmrnmyy 

ddmrnmyy 

ddrnmrnyy 

Hgb 

13. 9-16. 3 

% 

\  r  S' 

1  .  o 

\sr.^ 

PCV 

41. 0-53. 0 

m.  (= 

<-is\n 

^nn 

“i 

Pit 

150-350  \<^ 

i°.c- 

m  

3jc> 

RBC 

4. 50-5. 90 

5  c--y 

5.  t/ 

NBC 

4500-11000 

&  ocro 

n 

%ec 

Bands 

2-6% 

O 

h 

3 

n 

Polys 

31-76% 

*i  5 

5  a 

si 

Eos 

1-4% 

Q 

2 

D. 

Bas 

I 

(3 

o 

c- 

Lymphs 

£4-44% 

•3°! 

3  L 

3  3 

Vi 

Atyp  Lym 

O 

O 

CD 

i 

Monos 

£-11% 

1  i 

5 

3 

Other 

o 

O 

o 

O 

Ret ics 

* 

in 

• 

-r-i 

I 

in 

• 

o 

o.n 

o.n 

1.3 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Hetman 

C  F 

F  M  L 

PROTOCOL  DAMD  17-85-05133-02 

URINAL Y8I8 

Laboratory 


Screen  Predrug 


TEST  NORMAL 

tJ'D, 

ddmrnmyy 

ddmmrnyy 

3H_q 

ddmmrnyy 

'l 

ddmmrnyy 

ddmmrnyy 

Color/Ap 

vJ  "0 

c  U 

nJ  1>  . 

NJ  > 

Sp.  Gr. 

1  Oo°t 

\  ■  GG& 

\.o\  & 

pH 

(o.r 

(=>  .  o 

Q,  o 

Protein 

\ 

~X  f 

Ketones 

t 

0 

_ 

^-v 

Occ  Bid 

C5 

Tvt'A 

o 

Bi  1  i. 

*  • 

1 

V'&v 

ft 

V\fcV 

0 

-  . 

RBC 

t  , 

\ 

ft 

1 

ft 

o 

WBC 

(  l 

C’ 

1 

o  -a 

Casts 

*. 

O 

£> 

CD 

Epi.  Cel 

i  . 

1 

o 

o 

Crystals 

•• 

o 

o 

O 

Bacteria 

(  , 

o 

o 

St  udy 
Date 


ELECTROCARDIOGRAM 


Date 

ddmmrnyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormal it ies 

*/  Odr  gS* 

✓ 

7j0cf 

/ 

148 


page  15  of  15 


INVESTIGATOR’S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyrn  HngH  gjm*  np 

Lietman 

It 

F  M  L 

dU 

PROTOCOL  i^MDJJ-8^-C-5133-02 

ADVERSE  EXPERIENCES 

check  if  none  occurred 


ADVERSE 

EVENT 

ONSET 

(Date/T ime) 

CESSATION 
Date/T ime 

SEVERITY 

(Check) 

REL’N  TO 
TEST  DRUG 

ACTION 

(Check) 

# 

□ 

□ 

□ 

dd  mrnrn  yy 

dd  mrnrn  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

# 

□ 

□ 

□ 

dd  mmm  yy 

dd  mmm  yy 

Mi  Id 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treat  merit 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

COMMENTS  (Indicate  #  and  event) 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigpine 

Hetman 

F  M  L° 

OZL 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmmrnyy 

Procedures 

— 

Screen i ng  1 aborat  ory 

^Sotzr'P* 

History,  Physical  Exam 

0 

StiocTvr 

Admission 

c out  i*T 

P.o. 

s 

0/  AW<£f 

27V. 

I  cert i fy  that : 


1)  I  have  carefully  examined  all  entries  on  the  data  collection 
forms,  consisting  of _ pages,  for  subject  # _ $JL'. _ • 


2)  All  information  entered  onto  the  data  collection  forms 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


D. 


I 

dd/mmm/yy 


for 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  E3CCLdDStigE5iDe 

Lietman 

&  iL  IV 

F  M  lO 

PROTOCOL  MSI12-§l-C-5L33-02 

MEDICAL  HISTORY 

Date  of  evaluat  ion  *115/  Del?'  r  Examiner 

dd  mmm  yy 

C  12  Aofy  f  _ _ _ _ — _ 

Date  of  birth  9/ _cp  print  name 

dd  mmm  yy 

Age  JS.S-yrs 

Se  x  j£Q_ 

Race  _ 


No  Yes  Comments 


A1 lergy 

y 

"r'eTuc,  \\  ^  V  >.  AS  ..  f  \  ~ 

Tobacco  Use 

Alcohol  Use 

y 

w  s 

Recreational  Drug  Use 

y 

I  a  <  ■ 

-  \  C ;  \  \  ^  w  /  Vx  ^  t  ^  y,  V  ,, 

Medications  past  2  weeks 

l/' 

Experimental  Drug  Exposure 

Blood  or  plasma  donor 

Prior  Surgery 

y 

<V  c-y\  ov  clA  crv*x  tv.  _  <  - 

0  .  \  v 

Eye,  ear,  nose,  throat 

Endocrine (diabetes, thyroid) 

C-V  (heart  murmur,HBP> 

Pulmonary  (cough,  asthma) 

1^ 

Hepat it  is, gastro-intest inal 

Gen ito-ur inary 

iy 

C-  .  C .  '  O  °^ry^ 

Musculoskeletal 

y 

Neuropsych i at  r i c 

y 

Pesticide/herbicide  use 

v\dA  W-eJ' — 

Other 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  « 

compound  PjcncbatigBsioe 

LieCman 

k;  e  c\ 

F  M  L<$ 

ox 

PROTOCOL  imLlZd35--£z5133-02 

PHYSICAL  EXAMINATION 

Date  QS/ OCj?  JS 

dd  rnmrn  yy 


Temperature 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt.  (kg) 

J3-  _Q  c 

_  ^2  ^./rnin 

^  2-/min 

1  ^  A./JZ  ^ 

\  <*  2  .S' 

C,  h  .  >< 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Pbn. 

Provide  details 

of  abnormal  it ies 

Head/Neck 

EENT 

VvA  l  r\  l  'XK  o  v\  o  ^ 

O  C\.  \  ^v'^V  \  ^  o 

Chest, lungs 

Heart 

Pbdomen 

Genital ia 

Rectal 

N»  . 

Extremi t ies 

Skin 

^  C  C-ri  V*  <*—  >r^O  ^  <  c*— 

Z  v  i 

Neurologic 

u/' 

o 

CHEST  X-RAY 

Date  Q^/QCVlS 


NORMAL 

y 

ABNORMAL 

Describe  abnormal it ies : 

Examiner 


print  name 


fp 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

£  s.  ^ 

F  M  LO 

0  2, 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Rout  e 

Bottle 
I.  D.  # 

5 

Di  vJtv; 

O  %  uO 

O?lo 

IV 

rvi  t  \ 

-v  t <V-c  t  'ns  n 


DOSAGE  (total)  _ 

PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID01 

\jo/pnL 

RBC 

ACHe 

uM/ml/min 

B01, B47 

0 

ot  OeJ&y 

cl5. o 

B01 : 

B47 1 

B02 

0.  08 

\ ' 

cS  o  r 

o%sy' 

B02 :  ^ 

B03 

0.  16 

%  , 

0%  1  o 

i  o 

803  *4,3? 

B04, B48 

0.25 

i 

o  *  i  r 

OS  IS " 

B48:  c 

BOS 

0.  33 

l. 

o  %  c^o 

OUo 

B05 :  (p 

BOS 

0.  42 

o 

o 

bos.  y,j2 

B07, B49 

0.  50 

oUo 

o§  3  o 

807 -9.0? 

849 : ij  J7 

BOB 

0.  58 

<  » 

o&  ly' 

Boa=  tbt 

B09 

0.  66 

1  , 

o&c/° 

OS  Vo 

B09: 

BIO, B50 

0.  75 

f , 

c&Hy' 

oS  VjT 

Bl0!t75 

B50: 13  bi 

BU 

0.  83 

t  , 

0%  50 

£>&£=> 

B12 

0.92 

1. 

oSr  5"jr 

o  S'  JrjT 

812tf.3f 

B13, B51 

1.0 

1  , 

04  Ci  D 

O  ^  c^o 

B13s  /,f£ 

TB  3+ 

B51:  -nfcSf 

B14, B52 

1. 33 

(, 

O* Uo 

0^0 

B14:^_ 

B52 :  j  t  j  J5 

BIS, B53 

1.  66 

i. 

0°{  4o 

B15: 

B53:  ;  ; 

BIS, B54 

2.  0 

<. 

1  D  OO 

/  C, 

B16:^t 

B54:i?  7£ 

B17 

2.  5 

L 

i  °2‘? 

(  =>1  ^ 

B17:^e 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigpoine 

Lietman 

-££-  ,v 

F  M  lij 

PROTOCOL  ^  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  ( 0—2400 ) 

End  drug  admin¬ 
istration  (0—2400) 

Route 

Bott 1 e 
I.  D.  # 

5 

0( 

o  ’b  o  o 

o  Ho 

IV 

kJ  4-\ 

DOSAGE  (total)  _ 


PLASMA  CONCENTRATIONS 

page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

UG  /mjL 

RBC 

ACHe 

uM/ml /min 

B18, B55 

3.  0 

C>i  t0;v£,3' 

M  u  O 

1  1  0O 

B18: 

B55 : , 

1 '  7  - 

B19 

3.  5 

\  . 

]  \  3o 

B19:  ^ 

B20, B56 

4.  0 

1, 

Oo* 

UtO 

B20 :  ^ 

BS6: 

B21 

5.  0 

Iloo 

B21  : 

B22, B57 

6.  0 

1  Li  D  O 

|  Ll  LD 

B22:  ^ 

l^-SO 

B57 :  -pcf  ijrti 

B23 

7.  0 

*• 

1  5  c,  o 

1  S' 

B23: 

B24 

8.  0 

*  • 

1 4>  o  o 

)t  DO 

B24 : 

B25 

10.  0 

1  £0>O 

B2S: 

B26 

12.  0 

i  i 

D.  coo 

3  O  DO 

B26:  ^ 

B27, B58 

24.  0 

oS'oo 

O^Oo 

B27:  4. 

B58 : j c 

-*  -UXoW  aocutLf  iQwu&x hjE^ 


\ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  J^aldosJdLgmine 

Lietman 

x  jl  a 

F  M  LM 

PROTOCOL  JQAMD_17QS5rC-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

5 

o\ 

os  j  o 

o 8  Jo 

IV 

tO  f\ 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

0 

C  1  (0<\s  'L<> 

O' ISO 

o'!  So 

*Wr.a 

# 

'  k. 

0.  8 

0C6  OS 

osor 

/ 

0.  16 

o  ^  '  ° 

/  o 

0.  25 

*  i 

o%  is 

o£  )  3" 

*  62 

0.  33 

1 

o  8  o 

0.  42 

( 

osar 

0.  50 

0  6  3  o 

oHo 

*^7/5/ 

# 

0.  58 

1  4 

3s 

o  %  3  3" 

0.  86 

i  , 

O^O 

0.  75 

*. 

H  s' 

0&V3^ 

*n 

0.  83 

\  i 

03  5  o 

€>8  To 

0.  92 

‘  1 

oS  s'  jr 

osrr 

1.0 

0*7  OO 

oo 

*33/^7 

1.  33 

1. 

O^O 

a  o 

#  GS 

1.66 

o  ^ 

r0  9^/  o 

*  <C* 

2.  0 

•  % 

(  ©  OO 

/  Oo 

#rU 

#3"1 1*1 1 

2.  5 

i  i 

J  °  i  ^ 

1  ol  o 

155 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

JL  S\ 

F  M  L'J 

£>1 

PROTOCOL  J^MD_ lZ-_85-C-5 133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

s 

0 1 

O^Oo 

O  <£  3>  0 

IV 

A 

DOSAGE  (total)  _ 


PHY8I0L0GIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0^2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3. 0 

Ol 

1  '  C 

*n=> 

3. 5 

\  y 

\\  3o 

4.0 

A  3.  0  ^ 

*  n£ 

v./-. 

5. 0 

13  0  0 

6.  0 

}  1 

1  Ll  0  0 

Vo 

7.  0 

\  1 

|S'^ 

a.  0 

\  1 

|  £>  C>  0 

10.0 

l| 

A  2  bo 

12.  0 

1  • 

3  OO  ^ 

24.0 

Cxi  *o<5\J 

08  0^ 

#y/2 

*49  Jsb 

*  c 

156 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  * 

COMPOUND  Pyridostigmine 

Lietman 

JL  B  i\ 

F  M  L  ^ 

OX 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  r at i on  ( 0-2400 ) 

Route 

Bottle 
I.D.  # 

‘X 

Pi  Oc±& 

;  e,  8  o  r 

o^or 

PO 

N)  r\ 

■'IT*  '  W'"*'  4  j.  D0S0SE  (t0tai> 

5  1  PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(ft-2400) 

Act  ua 1 
Clock  Time 
(0-2400) 

CPYRID03 

RBC 

ACHe 

uM/ml  /rnin 

B28,  B59 

0 

37  Oct  S3* 

cJ  s  5 

O  7  STS" 

B28: 

B59 s | 7  03 

B29, B60 

0.  25 

P  o 

GE  J  o 

B29:^. 

B60:  i  l/  ^ 

B30, B61 

0.  50 

1. 

c 

os  3 s' 

B30: 

861  !n  f  j.* 

B31, B62 

0.  75 

1  » 

O£5o 

o&.rtD 

B3i  »  u 

BSE :  j  i  n  r* 

B32, B63 

1.0 

\ 

C>3  OS' 

B32: 

863 :  i  3.  (.7 

B33, B64 

1. 33 

s' 

©1  3  Sf 

B33-S.f5 

B64:  /;<>.  3  c. 

B34, B65 

1. 66 

o  °i  V  ST  . 

834 !  %%L 

B65 s  || 

B35, B66 

2.  0 

1  4 

t  C>oS 

/oor 

035  *4-44 

B66 : 1 1 .  C  ( 

B36 

2.  5 

)l 

1  oSr 

JO 

836 !  £50 

B37, B67 

3.  0 

u 

nor 

1 1  o  5 

837  ^ 

0671 3/ 

B38 

3.  5 

1 1 

1  nr 

n  3 

B39, B88 

4.  0 

ft 

l  3  O-T 

1  P  os" 

839=6,&' 

B68»/O.3o 

B40 

5.  0 

It 

'3o3' 

two.^ 

B41, B&9 

&.  0 

r 

i  Vo  r 

i^r 

841 1 

B69 :  j  j  /  ~ 

B42 

7.  0 

t. 

/  ror 

is  or 

B43 

8.  0 

i  tor 

-Jfc.oc' 

B43 :  ^ 

B69P  s  fvj  (; 

B44 

10.  0 

I  £  o 

B44:  -)t" 

jtLt&Aui  i~rrJY)rk  i  t  ^  A  I  /VkO  r-^4  i  L  J~t~  l  J 


1  C  *7 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  r^g^jgpipnp 

Lietman 

41' 

F  M  Lt- 

cl 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

■X 

d  *\  Cxi  £T 

o§-o:r 

PO 

K> 

DOSAGE  (total) 

PLASMA  CONCENTRATIONS 

page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

VjCyjp^L 

RBC 

ACHe 

uM/ml /min 

B45 

12.  0 

Qct  Oci  J5  S 

^  o  o  ^ 

V" 

B45:  ^ 

B46, B70 

24.  0 

lo  C'cW 

r>  ?.  o 

B46: 

B70:  jtj  ^  . 

I  f  -  *  -•* •  A  —  i  A  I  - *  *  .  iV s  I 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridpstignine 

Lietman 

-&.EQL 

F  M  L'5 

02 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

OcV  S3 

0£0  3" 

PO 

NJ  A 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

0 

2T  OrK  S' 

<01 

0 1  3"  S' 

*  ^ 

%/w 

#  . 

c  II. 

0.  25 

O 

C>&  <2  o 

*  2"o 

0.  50 

O  %  2  2 

0^3  3- 

« 

SsM 

*  L 

0.  75 

t  S  o 

oS  r  o 

*6V 

1.0 

*, 

c:  *2 

r » °i  O  3' 

# 

1.  33 

•• 

o 

*^y 

1. 66 

1 

Ori  Ll  3" 

o°'L(s' 

#  /  , 
(r 

2.  00 

«» 

I  oo  r 

ioor 

#  /  „ 
bO 

V/?=> 

2.  5 

i. 

lolS" 

?o^r 

3.0 

1 . 

110  3' 

1  /  Oif 

* 

3.5 

1, 

u  3r 

ii  3r 

4.  0 

i 

i  3  or 

#r7V 

•3./4S 

5.  0 

1. 

\  3  O-T 

i  35  y 

6.0 

i  t 

1  V  O.T 

^/or 

#S?, 

7.0 

l  5~or 

i  roj- 

/ 

a.  0 

)  . 

)L  o y' 

1 4  o  r 

10.  0 

V  . 

i%or 

i  r" 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

-K  It  A 

F  M  L  0 

6  a. 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 

Date 

Start  drug  admin¬ 

End  drug  admin¬ 

Route 

Bottle 

Day 

ddrwwinyy 

istration  (0-2400) 

istration  (0-2400) 

I.  D.  # 

2^  Oci2[ 

OgD 

oSxj  r 

PO 

DOSAGE  (total) 


PHY8X0L08XC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

2*i  Cri 

3.  Co  S" 

Q*  o 

*  MIX 

24.0 

"?C -OciiS' 

02  o  5" 

O  (r 

*So 

*4/  Af 

/ 

160 
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INVESTIGATOR’S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

* 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMIBTRY  VAL! 

Laboratory 


ALUEB 


_\Lc^W- 


Screen  Predrug  Study 


TEST: NORMAL 

q3  C<$Z$ 

I  - 

ddmmmyy 

'Oft  OdttH 

loz  kU  £j" 

ddmrnrnyy 

ddmrnrnyy 

ddmmmyy 

ddrnmmy  y 

NA: 135-148  MEQ/L 

N  ^ 

K : 3. 5-5. 0  MEQ/L 

0  & 

CL: 96- 109  MEQ/L 

/oL 

/  C>  £ 

COE : 24—30  MEQ/L 

(50  ^ 

aa 

as 

SUN: 12-25  MG/DL 

I3 

ho 

y^ 

CREATsO. 4-1. 5  MG/DL 

1  1 

/. 1 

l  / 

GLU : 70— 115  MG/DL 

ni 

S3 

T.  BILI : 0.  3-1. 2MG/DL 

Cj  M 

l-  2 

D.  7 

D. BILI ;0.  1-0. 4MG/DL 

d .  0) 

O  6 

£>  O 

CA  :  9.  0-11. 0  MG/DL 

io  a 

5.  i 

P04 : 3. 0-4. 5  MG/DL 

3.  4 

a? 

<4-  o 

URIC  A: 4.  2-8.  ©MG/DL 

JO  (d 

S'.  7 

...  X  / 

T.  PROT : fi.  0-8. 5G/DL 

?  4 

n.  3 

6-7 

ALB.  :3.  2-5.  3  G/DL 

S'.  o 

AST : 0-35  IU/L 

a? 

- 

ALT: 0-30  IU/L 

£4-4 

l°i 

/V 

ALK  PHOS : 0—95  IU/L 

4/ 

X 

CHOL: 151-268  MG/DL 

n  S' 

/7f 

LDH: 0-200  IU/L 

r vj  b  ' 

/34 

/// 

CPK : 0-160  U/L (male) 

NO 

a  2 .8 

)(-i  o 

J 

//4 

161 


page  lE^kf  15 


INVESTIGPTOR’ S  NPME 

PT  INITIPL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

£  -Or 

F  M  l(J 

6^ 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMISTRY 

Laboratory  j._ 


*^vv£>_  W-v^  ^  V 


Screen  Predrug  Study 


TEST : NORMPL 

_W£k_ 

ddmmmyy 

ddmmmyy 

02-  Ni  ^ 

ddmmmyy 

ddmmmyy 

ddrnmmy  y 

NP: 135-140  MEQ/L 

iVr 

K : 3. 5-5. 0  MEQ/L 

M  J 

CL: 96- 109  MEQ/L 

/  o  } 

COE : 24-30  MEQ/L 

SUN:1E-S5  MG/DL 

i? 

CREPT ; 0. 4—1 . 5  MG/DL 

12 

GLU : 70— 115  MG/DL 

3S 

T. DILI :0. 3-1.  EMG/DL 

1  L 

D.  BILI  : 0.  1-0.  4MG/DL 

o  o  • 

CP : 9- 0-11. 0  MG/DL 

•V 

P04:3. 0-4.5  MG/DL 

3-3- 

URIC  P:4. 2-8. 8MG/DL 

5-6 

T.  PR0T:6. 0-8. 5G/DL 

Z-t 

PLB.  : 3.  2-5.  3  G/DL 

s.  D 

PST: 0-35  IU/L 

PLT : 0-30  IU/L 

IS 

PLK  PHOS : 0-95  IU/L 

s-n 

CHOL: 151-268  MG/DL 

o  5 

LDH: 0-200  IU/L 

/!/ 

CPK-.O— 160  U/L  (male) 

I  2? 

162 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lletman 

^  i t  ds 

G^L 

PROTOCOL  l^AMD  1 7  — 85- C— 5 1 33— 02 

HEMATOLOGY  VALUES 

Laboratory  1  ^'c-  - 


Screen  Predrug 


St  udy 


TEST  NORMAL 

Q3ndiif 

ddrnrnmyy 

ddmmrnyy 

aaftd&r 

ddrnrnmyy 

ddrnrnmyy 

ddmmrnyy 

Hgb 

13. 9- IS. 3 

13/7 

)  S',  o 

PCV 

41. 0-53.  0 

Ll\  o 

hi.  ^ 

i.i 

hH.  4 

Pit 

150-350 

3  42 

3ci( 

33  S' 

4/  o 

RBC 

4. 50-5. 90 

M.s; 

4  s  ^ 

S  .  13 

WBC 

4500-11000 

b 1  oo 

4  L>  os 

44  oo 

5’r?oo 

Bands 

£-6* 

\ 

1 

1/ 

Polys 

31-76* 

4  z. 

H  7 

3  o 

33 

Eos 

1-4% 

B 

1  o 

3 

Bas 

O 

o 

( 

i 

Lymphs 

£4-44* 

hn 

3  5 

4  ) 

11 

Atyp  Lyrn 

o 

o 

( 

o 

Monos 

£-11* 

c 

G 

3 

o 

Other 

o 

o> 

o 

vO 

Ret ics 

in 

• 

H 

1 

in 

■ 

o 

0 

_D 

o .  1 

1 .  o 

Date 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridosti^nLne 

Lietman 

-tr'-G  A 

F  M  L  0 

oa 

PROTOCOL  E&MD  17-85-C-5133-02 

URINAL Y8Z8 

Laboratory 


Screen  Predrug 


TEST  NORMAL 

Q.S"  0 At* 

28>Oc*^ 

3  ood  *T 

c>~L  O  ^  v 

ddmrnmyy 

ddmrnmyy 

ddmrnmyy 

ddmrnmyy 

ddmrnmyy 

Color/Ap 

N  > 

N> 

M  Ti. 

Sp.  Gr. 

1  ol  3 

l  oiT 

;  02  3 

N  6 

pH 

(=>  r 

o 

G  •  O 

Prot ein 

~ “V  /  0 

rxW 

-rv^a./  

Ketones 

© 

_ 

Occ  Bid 

0 

■  . . 

"~N — Q\, 

Bili. 

■\-G-V 

t 

^M/ 

7^ 

~r->V 

"“V" 

RBC 

5 

o 

\ 

0 

WBC 

o 

l 

LD 

Casts 

o 

o 

O 

Epi.  Cel 

o 

o 

1 

O 

Crystals 

O 

o> 

o 

o 

Bacteria 

o 

o 

o 

o 

St  udy 
Date 


ELECTROCARDIOGRAM 


1 64 


page  15  of  1 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pym*  rln.qH  prrri  tip 

Hetman 

L  I. 

F  M  L  J 

ol 

protocol  IWffi  17-85-C-5133-02 

ADVERSE  EXPERIENCES 

check  if  none  occurred 


ADVERSE 

EVENT 

ONSET 

(Date/T ime) 

CESSATION 
Date/T ime 

SEVERITY 

(Check) 

REL’N  TO 
TEST  DRUG 

ACTION 

(Check) 

# 

□ 

□ 

□ 

dd  mrnrn  yy 

dd  rnrnrn  yy 

Mi  Id 

DEF. 

None 

□ 

PROS. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treat  rnent 

□ 

DEF.  NOT 

•- 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

# 

□ 

□ 

□ 

dd  rnmrn  yy 

dd  mmrn  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

COMMENTS  (Indicate  #  and  event) 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

ArC.G 

F  M  L 

o3 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmrnmyy 

Procedures 

— 

^OQ-l  V5 

'Screening  laboratory 

— 

<5s  Oct  V? 

History,  Physical  Exam 

0 

teccrg' 

Adrn  i  ss  l  on 

IPlOQnVZ 

Xv. 

3" 

0)  flssl  ST 

Of’/fL- 

I  cert i f y  that  s 


1) 


I  have  carefully  examined all  entries  on  the  data  collection 
forms,  consisting  of _ pages,  for  subject  # _ £) 


2)  fill  information  entered  onto  the  data  collection  forms 
this  subject,  to  the  best  of  my  knowledge,  is  correct . 


D. 


dd/mmm/yy 


for 
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INVESTIGATOR’  S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  P]£CUbstlgpriDe 

Lietman 

Ali 

F  M  L 

ol 

PROTOCOL  DAMD  12-85.-C-5133-02 

MEDICAL  HISTORY 

Date  of  evaluat  ionQ^S/C^L^S^  Examiner 

dd  mmm  yy 

Date  of  birth  S K 

dd  mrnrn  yy 

Age  ^ci^_yrs 

Sex  jfY\_ 

Race  l3i^L 


No  Yes  Comments 


A1  lergy 

Vscl  4-ev^c  ^ 

si  fl1T\  is 

Tobacco  Use 

b'  .  ^  O 

v=l  ^ 

Alcohol  Use 

sS 

T  ^  V'-A 

Recreational  Drug  Use 

</ 

& 

Yrv^r '  ~Wv-e<L 

Medications  past  2  weeks 

if 

0  u  ^ 

Experimental  Drug  Exposure 

^  A-  vtf  ^  ^  Vr'-yv$VV-> 

\^s  T  "j  +L 

Blood  or  plasma  donor 

Prior  Surgery 

(gj  ou cLvUcS  '°W, 

sV\yv  <£T*-^k  ""Vb  Vv*-,J-o 

Eye,  ear,  nose,  throat 

\\<juu^  j  <£*•»  <?JVoc  >*► 

Endocrine (diabetes,  thyroid) 

c/ 

C— V  (heart  murmur, HBP) 

Pulmonary  (cough, asthma) 

Hepat it  is, gastro-intest inal 

Gen i to— urinary 

(r  S  KJ 

Musculoskeletal 

Neuro psych iatric 

Pest icide /herbicide  use 

NO  a~~V  ^  S  V-^uV — 

Other 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyrldPStiCTllD^ 

Hetman 

A  _T  _£ 

F  M  L 

ol> 

PROTOCOL  BMflLlZd35r£z5133-02 

PHYSICAL  EXAMINATION 

Date  Cxi/ SiS 


•dd  rnmrn  yy 

2S. _ _ 


Temperat ure 

Pulse 

Respir 

Blood  Pressure 

Height  <cm) 

Wt. (kg) 

2.  n.  A  c 

_  2  Q/rnin 

2.  c/rnin 

1  3.  0/7.  o 

L  7  vS .  a 

$L _S 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormalities 

Head/Neck 

EENT 

Chest, lungs 

Heart 

Abdomen 

Genital ia 

lO  cTt 

Rectal 

Extremi t xes 

Skin 

So  cv  v  \  (5vk<-  \  ^.  <*x  ct>cs^ 

Neurologic 

CHE8T  X-RAY 

Date  QtT/SjT 


NORMAL 

X 

ABNORMAL 

Descri be  abnormal  it ies: 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridos tigpdne 

Lietman 

A  T  <? 

F  ML 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

a 

29  c>dSs 

£> 

IV 

rO  ft 

>2-^ — 


v  - 

^1-4.  — 


DOSAGE  (total)  _ L^f-dOl&L 

PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

i-)Cr/  1T1L 

RBC 

ACHe 

uM/ml/min 

B01 , B47 

0 

2^  oci  s  S' 

on  ss 

onsy 

B01  s 

B47:Q 

B02 

0.  08 

og  os" 

B0£‘5.5<1 

B03 

0.  16 

O^lo 

<3^10 

603 '5, 9o 

B04, B48 

0.25 

1  , 

^>8»  S' 

0%\v>" 

B04j^/ 

BAB:U.ot 

B05 

0.  33 

1, 

OUo 

C>  %  2-0 

BOS: 

B06 

0.42 

»  i 

O  %  2-8" 

O?  2  S' 

BO&t9X5 

B07,  B49 

0.  50 

U 

o  &  2,  o 

oS"3c) 

B07i/O,f 

B49:i\.as 

BOB 

0.  58 

t , 

2>-S 

oSlb" 

B0B!S.% 

B09 

0.  66 

t , 

oS  Vo 

B°9 ‘iJI 

BIO, B50 

0.  75 

1% 

bio.  ^74 

830  Wl 

B1 1 

0.  83 

o&S  o 

is 

611 ‘5.5,2. 

B12 

0.  92 

■ass's.- 

oS  S' S' 

B1£l4fl 

B13, B51 

1.0 

O  °[  <2  o 

o  o 

B 13  s 

B51:  |j  7^ 

B14, B52 

1.  33 

•  i 

0^12-0 

B14:  ^ 

B52:|i.  U- 

B15, B53 

1. 66 

•  * 

OC\Lj  o 

B15: 

B53:  ft  2X 

B16, B54 

2.  0 

S 

i  o  o  o 

'°0o 

B16: 

b54:)2 

B17 

2.  5 

*  V 

1  =>1  & 

(O]0 

B17s4- 

^  bl/HAT  mrnjj 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridosti^nine 

Lietman 

fi  I  & 

F  M  L 

03 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

Q. 

Ogoo 

C>s  3^ 

IV 

DOSAGE  (total)  -- 


PLASMA  CONCENTRATIONS 


page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

RBC 

ACHe 

uM/ml /min 

BIB,  B55 

3.  0 

PT  0c^&5 

U 

IIOOJ 

B18 :  ^ 

B5SsO  /7| 

B19 

3.  5 

l  . 

U3o 

\  t^o 

B19Mt 

B20, B56 

4.  0 

o  o 

B20:  * 

B56:  an 

B21 

5.  0 

1  \ 

\3  Do 

l  3  o  o 

B21.  * 

B22, B57 

6.0 

L 

)  H  O 

1  Vo^ 

B22 :  * 

B5?^.3£ 

B23 

7.  0 

irot 

B23:  y 

B24 

8.  0 

IGOo 

Ito  o 

B24.  * 

B25 

10.  0 

h 

l  %  Ci  O 

)  7  0  3 

B25:  % 

B26 

12.  0 

%  i 

OD  O  O 

B26:  hr 

B27, B58 

24.0 

o  o 

B27 :  Jf- 

B58: 3^ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  JEplxkistLgndne 

Lietman 

F  M  L 

c>3 

PROTOCOL  jmLl7Qfi5rC-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
ist rat  ion  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

0<^ 

0?0o 

IV 

i\j  A 

DOSAGE  (total)  _ 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

O  '7  $S~ 

cDlSS' 

#r7o 

*3o/2  3 

*  ok 

0.  8 

‘V 

o&oy 

clEoS* 

0.  16 

O  %  i  o 

oS  i  o 

0.  25 

l, 

i  jr 

©&)  S' 

#  6S 

0.  33 

\ 

O^o 

ogao 

0.  42 

*« 

oS 

cgaiS" 

0.  50 

ono 

oS  3o 

*6</ 

*37  hi 

*ok 

0.  58 

S.\ 

ar 

/ 

0.  66 

o 

OE^o 

0.  75 

o£  vs" 

*  6£ 

0.  83 

ofc  r  ^ 

O&r  o 

0.  92 

*  N 

ofc-sry 

1.0 

1, 

0*1  0  o 

*63 

#J7^ 

1 . 33 

e>  ^  a  o 

C>  °\  Jlo 

*4G 

1. 66 

Vv 

d)°/Vo 

*4,^ 

2.  0 

s 

1  o  o  o 

l  O  O  o 

#7o 

•Jk, 

2.  5 

1  . 

I  o  3  o 

/  o3o 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigpine 

Lietman 

A  T  6- 

F  M  L 

o  3 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

a 

^  odtss* 

O  S  o  o 

IV 

tO  A 

DOSAGE  (total) 


W/__/rn4_- 


PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

W  o  o 

\\Oo 

*68 

3.  5 

.. 

\\3 

nl  o 

4.  0 

1  < 

\2lX i  3 

iXOo 

*64 

•*v3. 

5.  0 

l  . 

\3  Oq 

6.  0 

\  » 

o 

0  o 

*  7t> 

7.  0 

t  i 

\  S  A  O 

\s*  o  t 

8.  0 

»  t 

1  La 

l4t)o 

10.  0 

s 

O 

l  £  0O 

12.  0 

<1 

la  ^  o 

lO  QQ 

24.  0 

C>  &  Ck  o 

O 

*fa 

*M4, 

*ok 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

6 T ir 

F  M  L 

*3 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmrnyy 

Start  drug  admin¬ 
istration  (0-£400) 

End  drug  admin- 
i st  rat i on  ( 0-S400 ) 

Route 

Bottle 
I.  D.  # 

S' 

Ol  NJrOgS 

<osa  r 

o  ^  o  r 

PO 

ro  TV 

<0  ‘0<p'L  Cl4  jr*-4 


^  .'T  3 

4  Ui  u 


DOSAGE  (total) 


,3.0_/r>bg_ 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmrnyy 

Scheduled 
Clock  Time 
(0— £400) 

Actual 
Clock  Time 
(0-£400) 

CPYRIDOD 

\jC?l  L 

RBC 

ACHe 

uM/ml /min 

B£8, B59 

0 

5 

07^" 

0*74  S" 

B£8 :  ^ 

Bj9: 

B£9, B60 

0.  £5 

4  \ 

ogao 

O&Oo 

B£9 :  ^ 

B60s  13  at 

B30, BS1 

0.  50 

^3'3  3r 

os3  y 

B30:^- 

B6l!'3.oS 

B31, B6£ 

0.  75 

OS  -T  Cs 

B3l!480 

B6£:  a.r1o 

B3£, BS3 

1.0 

4< 

o  °i  g!T 

a 

B3£:^,C^ 

B63:  j ,.£| 

B33, B64 

1. 33 

s 

o  °iar 

B33 :  7^5 

B64:  11.04. 

B34, B65 

1.  ss 

*  ( 

o 

Oi  V  ST 

B34:^^ 

B65: 

B35, BBS 

£.  0 

u 

i  o  o  y 

/ooy 

B35:9,^ 

B66: /0.09 

B36 

£.  5 

i  Ci  3»  jr 

/o  3r 

B36:/^ 

B37, BS7 

3.  0 

t  , 

n  or 

i  /  or 

B37-./4.0 

B67:  cj 

B38 

3.  5 

t< 

1)35^ 

1/3  5- 

B38 :  10,1 

B39, BBS 

4.  0 

l  < 

Uoy 

7a  c33- 

B39  *10,5 

B68:  /O./o 

B40 

5.  0 

*. 

)3or 

/  3  or 

B40:  ^ 

B41, B69 

6.  0 

t 

'‘/os' 

)Voy 

B4“3.3t 

B69:  n  lZ 

B4£ 

7.  0 

ISOS' 

iyo^ 

B42ia,/3 

B43 

8.  0 

UoJT 

i4o  9 

B43:<?-55 

B69A :  D 

B44 

10.  0 

/Soy" 

/  205 

B44 :  ^ 

W  O^W  (^hQXJuxMj-  w 


page  3  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  .Psrridostlgraine 

Lietman 

j\  _T 

F  M  L 

03 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istrate  ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

.5 

Ot 

o  £05" 

PO 

rO  A 

DOSAGE  (total) 


page  2 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

RBC 

ACHe 

uM/ml /min 

B45 

12.  0 

CmOvM  £  if 

3.0  os' 

3oo  S' 

B45:  ^ 

B46, B70 

24.  0 

B46: 

B70:  )33o 

oage  10  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri^stignune 

Lietman 

J\  _T  _<T 

F  M  L 

o3 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0—2400) 

Route 

Bottle 
I.  D.  # 

5 

©(  tOcvfcj 

PO 

ro  a. 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

0 

0 1 

olVS 

on  ir 

*4  V 

•W*7 

* 

0.  25 

1 

#r72 

0.  50 

ft 

r 

*6V 

VL 

0.  75 

€\ 

o£  r  o 

o^° 

* 

1.0 

s 

o  icy 

1. 33 

i , 

o°»as" 

ocl2r 

*67 

1. 66 

o°i  Vjr 

o  °[  vy' 

*4,7 

2.  00 

<■  < 

/oojt 

1  ooi' 

*  4.o 

*4i>  A* 

2.  5 

l* 

/  O  3jT 

t  f 

3.0 

( % 

1 1  or 

//  63" 

*60 

3.  5 

» <. 

ujy 

//  ?r" 

4.  0 

/3.  OS' 

*Si 

/Vo 

5.  0 

13 

/  3  £>3" 

6.  0 

• 

fc/6lT 

/Vo  y 

*7o 

**v//V 

7.  0 

/Toy 

/  ror 

8.  0 

(. 

f(>*r 

/to  J 

10.  0 

*  \ 

iml 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

J S  T  £r 

F  M  L 

o3 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

vT 

OTTOS' 

0 

PO 

DJ& 

DOSAGE  (total) 


°LQ-0Q 3$J 


PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

Oi  Mm 

24.  0 

61 K i«,ss 

"Va/vo 

oL* 

176 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridosti^prLne 

Lietman 

A  X 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMISTRY 

Laboratory 


Screen  Predrug  Study 


TEST: NORMAL 

j 

ddmmmyy 

ddrnrnrnyy 

ddrnmrnyy 

ddmmmyy 

Ol  vJta&y' 

ddrnrnrnyy 

NP: 1 35— 1 40  MEQ/L 

/4y 

137 

1  37 

K:3. 5-5. 0  MEQ/L 

h  y 

7  3 

7.3 

CL : 96-109  MEQ/L 

/or 

/O  o 

/  o  7 

COS: 24-30  MEQ/L 

sn 

C 

SUN: 12-25  MG/DL 

)  2. 

/4 

CREPTrO. 4-1. 5  MG/DL 

o  .9 

o  .8 

o  9 

GLU ; 70—1 1 5  MG/DL 

78 

<Kl 

T. DILI : 0. 3-1. 2MG/DL 

O 

O  4 

<o>7 

D.  BILI  :  0.  1-0.  4MG/DL 

O  .  o 

o 

O-  o 

CA : 9. 0-1 1. 0  MG/DL 

7-7 

°)n 

P04 : 3. 0-4. 5  MG/DL 

3.9 

7.S 

4-3 

URIC  P : 4. 2-8. 8MG/DL 

7.  4 

3-2 

3  g- 

T.  PR0T.-6.  0-8.  5G/DL 

n.  i 

7  2 

6.8 

ALB.  :  3.  £-5.  3  G/DL 

4.  r 

h.h 

45 

AST : 0-35  IU/L 

)L 

15" 

PLTsO-30  IU/L 

/  jr 

J  7 

ALK  PHOS : 0-95  IU/L 

S'O 

CHOL : 1 5 1 -268  MG/DL 

M!) 

/9  3 

Mc> 

LDH : 0—200  IU/L 

97 

23 

CPK : 0—160  U/L ( ma 1 e ) 

A/D 

(73 

'7 

1  <7 

177 
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INVESTIGATOR’  S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

F  M  L 

6  3 

PROTOCOL  DAMD  17-85-C-5133-02 

1 

CHEMISTRY 

Laboratory 


Screen  Predrug  Study 


TEST: NORMAL 

ddmmmyy 

_OJA. 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

NO : 1 35— 1 48  MEQ/L 

i  37 

K : 3. 5-5. 0  MEQ/L 

4,o 

CL: 96- 109  MEQ/L 

S’ 

002:24-30  MEQ/L 

2.  C 

SUN : 1 £-£5  MG/DL 

)  3 

CREAT:0. 4-1. 5  MG/DL 

C-°! 

GLU : 70—1 1 5  MG/DL 

S* 

T. BILI : 0. 3-1. 2MG/DL 

o.C 

D. BILI : 0. 1-0. 4MG/DL 

O.  I 

CA : 9. 0-1 1 . 0  MG/DL 

V  b 

P04.-3.  0-4.5  MG/DL 

4-7 

URIC  0:4. 2-8. 8MG/DL 

3.7  • 

T.  PROT : 6. 0-8. 5G/DL 

n.L 

ALB.  :  3.  £-5.  3  G/DL 

4? 

AST: 0-35  IU/L 

/  7 

ALT: 0-30  IU/L 

2.? 

ALK  PHOS : 0-95  IU/L 

7* 

CHOL: 151-268  MG/DL 

LDH : 0—200  IU/L 

CPK : 0— 1 60  U/L ( ma 1 e ) 

/  ?7 

178 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

A  Jt  1 

F  M  L 

c>3 

PROTOCOL  DAMD  17-85-C-5133-02 

HEMATOLOGY 

Laboratory 


--W-  S 


Screen  Predrug  Study 


TEST  NORMAL 

ddrnrnrnyy 

ZZjzLSs 

ddrnrnrnyy 

ddrnrnrnyy 

ddrnrnrnyy 

ddrnrnrnyy 

Hgb 

13.9-16.3 

13 .  H 

\Z.H 

13.  4 

(3.3 

PCV 

41. 0-53.  0 

Hi.  o 

Ho  H 

Vi'.  o 

9/-/ 

Pit 

150-350 

asc 

D  (=,3 

□  7/ 

RBC 

4. 50-5. 90 

HSL 

-S'  Si 

WBC 

4500-11000 

£>  3  oo 

68 

(oH  oo 

69oo 

Bands 

£-6* 

3 

/  o 

Polys 

31-76* 

£  (o 

-S'  3 

Hi 

Eos 

1-4* 

4 

S 

E 

Bas 

) 

l 

1 

c~> 

Lyrnphs 

£4-44% 

□  °! 

31  n 

□  7. 

ci  <o 

Atyp  Lyrn 

O 

3. 

o 

o 

Monos 

£— 11% 

S 

6 

)  1. 

3 

Other 

o 

O 

to 

o 

Ret ics 

0.  5-1. 5* 

tO>. 

I.  L 

).  3 

□  -o 

179 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

J\  _T  (r_ 

F  M  L 

63 

PROTOCOL  DAMD  17-85-C-5133-02 

TEST  NORMAL 

ddrnmmyy 

ddmmrnyy 

3  octi  Sy1 

g:f 

ddmmrnyy 

ddmmrnyy 

ddmmrnyy 

Color/Ap 

tJ3> 

|0!> 

Sp.  Gr. 

I  .  ol  1 

U  cM  if 

<\J  D 

PH 

G.  s" 

6.  O 

4,r 

Gi  o 

Prot ein 

'V-cv 

Ketones 

nrv-eQ^ 

5> 

0 

^N-a-v 

Occ  Bid 

r^JZP\j 

0  ' 

-i-«V 

0 

Bi  1  i . 

6 

Or-CcJ?/ 

S 

0 

O— CLf\y 

RBC 

0 

1 

u 

<o 

6 

5 

UBC 

o 

o 

2, 

0-1 

Casts 

o 

o 

O 

Epi.  Cel 

a 

o 

o 

(yX'CjMAvv*. 

Crystals 

o 

o 

6 

O 

Bacteria 

o 

o 

o 

ELECTROCARD I 08 RAM 


Date 

ddmmrnyy 

normal 

check 

ABNORMAL 

check 

Descr i be  abnormal i t i es 

2  r  Otter 

„/ 

Q%  o  J  &X 

v/ 

zo  od&r 

1/ 

0~L 

V 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  dr&ti  grm  rw^ 

Lietman 

_&  _T  jfc 

F  n  L 

PROTOCOL  DAMD  17-85-C-5133-02 

ADVERSE  EXPERIENCES 


check  i f  none  occurred 


ADVERSE 

EVENT 

ONSET 

(Date/T ime) 

CESSATION 
Date/T ime 

SEVERITY 

(Check) 

REL’N  TO 
TEST  DRUG 

ACTION 

(Check) 

# 

□ 

□ 

□ 

dd  mrnrn  yy 

dd  nimrn  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

# 

□ 

□ 

□ 

dd  rnrnrn  yy 

dd  mmm  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0—2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

COMMENTS  (Indicate  #  and  event) 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridosti^nine 

Lietman 

A  JLX 

F  M  L 

ov 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmmrnyy 

Procedures 

— 

Ik 

Screen i ng  1 aborat  ory 

— 

History,  Physical  Exam 

0 

A/  NoJxS 

Admission 

cP©2  /yj(j  \j  SS 

f.o. 

dT 

ft' 

XJ.  

I  cert  1 f y  that  s 


1)  I  have  carefully  examined  all  entries  on  the  data  collection 

forms,  consisting  of  \  5^ _ pages,  for  subject  #  _ . 

2)  All  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 

2  iiO&ik 

dd/mnim/yy 
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INVESTIGATOR’S  NOME 

PT  INITIAL 

PT  # 

compound  PxDLdefitigffijje 

Lietman 

J\1JC 

F  M  L 

PROTOCOL  MSI  1I-S5.-C-5133-02 

Date  of 

Date  of 


MEDICAL  HISTORY 

evaluation  Examiner 

dd  mmm  yy 

birth  V^_  /  /  _^L° 

dd  mrnrn  yy 


print  name 


x- 


Age  S_S_yrs 

Sex 

Race  *2> 


No  Yes  Comments 


Allergy 

Tobacco  Use 

»/ 

7  <? 

Alcohol  Use 

✓ 

Recreational  Drug  Use 

Vt\  ^  Q 

Med  Teat  ions  past  £  weeks 

y 

U -  ^ 

Experimental  Drug  Exposure 

</ 

Blood  or  plasma  donor 

Prior  Surgery 

Eye,  ear,  nose,  throat 

i/ 

Endocr ine (diabetes,  thyroid) 

C-V  (heart  murmur, HBP) 

Pulmonary  (cough, asthma) 

Hepat it  is, gast ro-intest inal 

Benito-ur inary 

IX 

Musculoskeletal 

Vllf3  C^S  cW.I  rL  .. 

Neuropsych i at  r i c 

Pesticide/herbicide  use 

Other  Tf,^ 

6.  s  t  Y  "^y- 

0 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmirifi 

Lietman 

A  &  J£. 

F  M  L 

PROTOCOL  mLlZ-85r£z5133-02 

PHYSICAL  EXAMINATION 

Date  \cl/  nJiW/ 

dd  mrnrn  yy 


Temperat ure 

Pulse 

Respi r 

Blood  Pressure 

Height  (cm) 

Wt.  (kg) 

Jk  2-i  c 

_  ^^/rn in 

2.0/mi" 

L  Q.  /  S'  2 

J  1^.0 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormal i t ies 

Head/Neck 

EENT 

pDC  A-t-sA  Yv  ^  \ 

Chest, lungs 

^  °  £> 

Heart 

Abdomen 

Genital ia 

(0  ">> 

Rectal 

Ext remit ies 

^C(K-  '^acvr'rw 

SomT\V^^Tuv.  f\v^Av<S  4  cLfYXiH J 

Skin 

Neurologic 

CHE8T  X-RAY 

Date  jjS” 


NORMAL 

ABNORMAL 

Describe  abnormal  it ies: 

184 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

ils 

F  M  U 

o  H 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  admin¬ 
istration  <0-2400) 

Route 

Bottle 
I.  D.  # 

5 

O  o 

O  °[  O 

IV 

(O  A 

o 


x .  (U .  -  k I  l  S' ?  <1 3 


3  \ . 3^) ti')o 


DOSAGE  (total ) 


/l3j? 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmrnyy 

Scheduled 
Clock  Time 
(0-2400) 

. 

Actual 
Clock  Time 
(0-2400) 

CPYRID0I 

iOO/ml 

RBC 

ACHe 

uM/ml/min 

B01 , B47 

0 

T 

OSkr 

09  H  r 

B01  : 

Bh7t0.3o 

B02 

0.  08 

- 

op  sr  r 

ozsy 

B0S,isa 

B03 

0.  16 

oloo 

O/l  D  o 

B03iJA6 

B04, B48 

0.  25 

>. 

O  cio 

OH  6  A' 

B04: f 

a  T  ,1 

B**& '•/£>.  Si- 

B05 

0.  33 

i  x 

O  °i  /  o 

lo 

BO5t30,5 

BOG 

0.  42 

i ' 

O  °[  \Y 

our 

bob =37.  k 

B07, B49 

0.  50 

- 

o°i^ 

e°\Xo 

B07t3'ls 

B49 :  ^  5t' 

B08 

0.  58 

*  f 

our 

B08:/r^ 

B09 

0.  66 

i , 

on  3o 

B09 :  A3.f 

B10,  B50 

0.  75 

o°\ 

B10i/z>c 

B50:^  ^ 

B1 1 

0.  83 

i 

i 

o°\k  o 

Bill  ID, 

B12 

0.92 

- 

o0!^  r 

o^vr  ' 

B12>  g^O 

B13, B51 

1.  0 

I , 

i'o 

B51 S/0. 

B14, B52 

1. 33 

\  , 

1  o  /  o 

y  o/o 

B14!5,?7 

B52://.0/ 

B15, B53 

1.  66 

■ 

i  o  A  o 

/o3  o 

B15\3,So 

B53:  fQ.Q^ 

BIG, B54 

2.  0 

1 

(oqo 

/or  o 

B16=34£ 

B54:/o.  ?-•?- 

B17 

2.  5 

?/fa  o 

(  /  0  o 

B17s3.$ 

Jo$JlJSAjy  OjClQOJJr  kjbTU^kfjJjiJbb^  185 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostigpiLne 

Hetman 

A  <JL  K 

F  M  L 

o  H 

PROTOCOL  D®®  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0—2400 ) 

Route 

Bott le 
I.  D.  # 

-5 

as  kwss 

_ o  £  -S" _ _ _ 

0 

0 

IV 

rs  r\ 

DOSAGE  (total) 

PLASMA  CONCENTRATIONS 


1 .33 


■ 


page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID0D 

rJ  G-  In  l 

RBC 

ACHe 

uM/ml /min 

B18, B55 

3.  0 

OSNiAi&y 

'  I  i  So 

1  /  So 

Bie,/.6I 

B55 :  n 

B19 

3.  5 

\ 

1  SAd 

/^O 

B19!  * 

B20, B56 

4.  0 

s 

MS-o. 

/a 

B20:  * 

B56va. 

B21 

5.  0 

1  * 

ns  3 

nso 

B21t  AJ,S. 

B22, B57 

6.  0 

1* 

ns  o 

IV  So 

B22:  Ifr 

B57:/J?55‘ 

B23 

7.  0 

i  S  So 

1 3~S  o 

B23:  ^ 

B24 

8.  0 

■l 

U.  s  o 

IS  So 

B24 :  ^ 

B25 

10.  0 

/fro 

/  pro 

B25:^ 

B26 

12.  0 

1. 

B26 :  ^ 

B27, B58 

24.  0 

CD&S  O 

<0kS  o 

B27 :  ^ 

B5a/g?,59 

D.  SSSmjswJr  186 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  J^adibatignine 

Hetman 

A  il 

F  M  L 

PROTOCOL  J^MD_17QS5-C-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddrnmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bottle 
I.  D.  # 

5 

25  kLojr 

O 

O  2^ 

IV 

m  /\ 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

Q  S  Dc-oa 

oHr 

*  3  3/39 

*  c  k. 

0.  B 

•»  . 

os  5  s 

o  s  r  3" 

0.  16 

O'?  L'O 

oi  o  o 

0.  £5 

' » 

oy 

O'?  0  3" 

#r79 

0.  33 

09 /o 

O  9  /  o 

0.  42 

<  ( 

oor 

0.  50 

0 

O  9  2  0 

*  6,? 

#  L- 

r  k 

0.  58 

'1 

0.  66 

4  , 

093  o 

0.  75 

4  , 

093  y 

09  3  r 

*6$ 

0.  83 

oq  Vo 

09  Vo 

0.  32 

».* 

O'?  Vi' 

1.  0 

r« 

0*9  5  o 

#7o 

1 . 33 

1  i 

/  0  /  Or 

;  p  /  o 

*44 

1. 66 

\  f 

L  0 1 d 

10  l  => 

#72 

£.  0 

;  • 

id  y  d 

1  OS  o 

#r79 

*3  4  /.?c 

2.  5 

i  ( 

1120 

II  2  o 

187 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

A  &  < 

F  M  L 

oH 

PROTOCOL  DAMD  1Z-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0—2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

OR  £  £ _ 

IV 

-A 

DOSAGE  (total)  _ 

PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0— 2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 
Gr  i  p 
L/R 

Coord 

Test 

3.  0 

D  S  i/’ev  iS 

t  LS^l 

J I ST  o 

Sh 

3.  5 

^ a  O 

4.  0 

• 

)  H  5'  0 

#6o 

5.  0 

ii  y  o 

/?  So 

6.  0 

'  i 

1 l/  S  O 

/HTo 

#s. 

7.  0 

1  \ 

1  SID 

.  i  iJf  c 

8.  0 

Kr° 

1  6  So 

10.  0 

•• 

1  S' so 

|<Slo 

12.  0 

24.  0 

Z£S-0 

O^Io 

#t7d 

•Wft 

#  1 

ok. 

/ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostignLne 

Lietman 

<S_  JS 

F  M  L 

OV 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0—2400) 

Route 

Bott le 
I.  D.  # 

2. 

O  &  Vi" 

PO 

Kl  *3 

tf-Ov-C-  .  H  .  (^1S  if 


DOSAGE  <total ) 


RQ.ca^j 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

ms)hl 

RBC 

ACHe 

uM/ml  /rnin 

B26, B59 

0 

32 

o sv  r  . 

o  3  V  5f 

B28s-*r 

BS9l/2c& 

B29, B60 

0.  25 

■ 

Ori  DC 

O  ^  DO 

B29^ 

860  !/5^ 

B30, B61 

0.  50 

*« 

0*1  IS 

o^/3' 

B30:  ^ 

B61:  /=$.?/ 

B31, BG2 

0.  75 

• 

o^3o 

Olio 

B62 : 

B32, BG3 

1.0 

* 

o  vr 

&  “T  Z/T 

832:^ 

B63://- 

B33, B64 

1. 33 

*. 

/ouy 

i  o  o  r 

833:^3 

B64 :  /o,?£ 

B34, B65 

1. 66 

r 

B34:  /  I  £ 

B65 :  q.  5>  =7 

B35, B66 

2.  0 

f, 

Id  HT' 

Jd  V  i" 

B35:J(j5 

B66:V.<?*P- 

B3S 

2.  5 

1* 

ii  /r 

})!  S' 

B36*/?./ 

B37, B67 

3.  0 

*  ( 

)it/  r 

//Vr 

B37ift$ 

B67 :  ^  ^ 

B38 

3.5 

( 

13/  !r 

B38!  ft.Q 

B39, B68 

4.  0 

4k 

yavr 

u  vr 

B39:  £>£ 

B68:^,57 

B40 

5.  0 

f 

/  iyy 

/  v  Vr* 

B40,/f=? 

B41, B69 

6.  0 

1, 

/w  ^ 

/v  v  r 

B4l!/0./0 

B69:  <?,63 

B42 

7.  0 

/ r  v  r 

i  s  li  r 

842  =7.90 

B43 

8.  0 

Uvr 

Jbh  r 

B43:rf  ^ 

B69A:/A^3 

B44 

10.  0 

'?<-i  S' 

i  9  H  ■> 

B44\3./o 

" ftQ  ^  cc^v  O-  V<  c.r » v 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  <jnpH  grjp'np 

Lietman 

A  fi-  tC 

F  M  L 

DM 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  r at i on  ( 0-E400 ) 

End  drug  admin- 
i st  r at i on  ( 0-E400 ) 

Route 

Bott le 
I.  D.  # 

_ 

k3  co  ?  ^ 

c>£<4  r 

PO 

DOSAGE  (total) 


PLASMA  CONCENTRATIONS 

page  £ 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-S400) 

Actual 
Clock  Time 
(0-S400) 

CPYRIDOD 

NG-lhU 

RBC 

RCHe 

uM/ml /min 

B45 

IE.  0 

2  )  tO.s.  c  S' 

Do 'is 

20 

B451  m 

B46, B70 

£4.  0 

osvr 

c>s  Lt  v 

B46=z?? 

B70s/^5> 

190 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

A  SL  X 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Date 

Start  drug  admin¬ 

End  drug  admin¬ 

Route 

Bott le 

Day 

ddmrnmyy 

istration  (0-2400) 

istration  (0-2400) 

I.  D.  # 

o 

_ °s. 

08 L/  ^ 

osw  r 

PO 

K) 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

** 

0 

ozM  s' 

r 

#  5“° 

*?,  i)A 

#  1 

Z'  1  \ 

0.  25 

*  » 

^  c  ^ 

O  |  LO  .... 

C  ^  ^  ■o 

*  1H 

0.  50 

o°\  1  S' 

o  °»  i  r 

1  h  <* 

#  1. 
o  K 

0.75 

1 

or»  3  d 

Oai3o 

#r74 

1  1  / 

1.0 

*. 

O  ° )Li  S' 

o  °i  v  r 

*  ?o 

1. 33 

1  o  o  S" 

1  uOL" 

#3l 

/ 

1 . 66 

1 

/  Cii  V 

/ 

*6  1 

2.00 

% 

/oV  ^  ' 

/  ovr 

*  X 

*54/jy 

2.  5 

s 

jUX 

4suur 

3.  0 

*1 

im  r 

Ilf  5' 

#  TO 

3.  5 

1 1 

ia».r 

ui  r 

4.  0 

*< 

*  n  V 

5.  0 

(  . 

13^5" 

13  vr 

6.  0 

\  ( 

\L\L(Y 

*76 

*^4:  t. 

7.  0 

I  , 

i  s-  h  y 

i  -r  4  J" 

8.  0 

) 

i  gv  r 

10.  0 

W 

\bLi  s" 

I  SX 

191 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

ik 

F  M  L 

oH 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddrnmrnyy 

Start  drug  admin- 
ist rat  ion  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bott 1 e 
I.  D.  # 

os  'i  y 

PO 

fM  A 

page  2 


DOSAGE  (total) 


PHY8I0L06IC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

3  CV3' 

<2l£  V  S 

# 

24.  0 

37  *o, 

Ok  L(  5 

CrW  j 

# 

r /c 

192 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigirine 

Lietman 

A  1L  Jk 

F  M  L 

oH 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMIBTRY  VALUES 

Laboratory  (N^V^o  \\  «^U 


me 


Screen  Predrug  Study 


TEST : NORMAL 

ddmmmyy 

5  \titjis 

ddmmrnyy 

ddmmmyy 

'=Lk!fc?ei£S 

ddmrnmyy 

ddrnmmyy 

NA: 135-148  MEQ/L 

\  U  Jl 

i  3  7 

K:  3.  5-5.0  MEQ/L 

7  o 

n)  0 

7  3 

H  b 

CL s 96- 109  MEQ/L 

1  O1/ 

i  o  x 

i  Gi 

COS: 24-30  MEQ/L 

ax 

i-J  I) 

at 

SUN : 12—25  MG/DL 

1  1 

^  1 

1 1 

a  o 

CREATrO. 4-1. 5  MG/DL 

O 

1 .  o 

1  o 

i  o 

GLU : 70—1 15  MG/DL 

6$ 

19/ ... 

i  i  i 

\\n 

T. BILI :0. 3-1.  2MG/DL 

\.  \ 

i.  5 

i  7 

IH 

D. BILI :0. 1-0. 4MG/DL 

oL 

c.  1 

O’  / 

o./ 

CA:  9.  0-11.0  MG/DL 

7.2 

9-7 

P04:3. 0-4.  5  MG/DL 

3.  S 

A  I 

4-  3 

h  i" 

URIC  A : 4. 2-8. 8MG/DL 

S'.  1 

6.  a 

<TN 

0 

T.  PROT : 6. 0-8.  5G/DL 

l.S 

r7.  / 

7  t 

7.  a 

ALB. : 3. £-5. 3  G/DL 

M  7 

4.  7 

-S',  o 

AST: 0-35  IU/L 

a  i 

/3 

/7 

ALT: 0-30  IU/L 

/  c> 

l  o 

h 

ALK  PHOS : 0—95  IU/L 

ni  

4  o 

CHOL: 151-268  MG/DL 

io  b' 

N  t> 

(0  3 

LDH: 0-200  IU/L 

ki  i) 

1 1  9 

117 

CPK : 0—160  U/L (male) 

iOi> 

i  o2 

%  o 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

A  dL  ic 

F  M  L 

O  H 

PROTOCOL  1 7  —  85—C—5  1 3 3—02 

HEMATOLOGY  VALUES 

Laboratory  s 


>vv  l 


r 


Screen  Predrug  Study 


TEST  NORMAL 

J2L&& 

ddmrnmyy 

ddrnmrnyy 

ddrnmrnyy 

ddrnmrnyy 

ddrnmrnyy 

Hgb 

13. 9-16.  3 

\u\  n 

^  4 

is.  3 

\  4.  4 

PCV 

41. 0-53.  0 

H  3 .4 

43  L 

4  S.  % 

43  *1 

pit 

150-350 

Dc  3 

2n  3 

21/ 

RBC 

4.  50-5.  90 

h  14 

M  •  41 

H'f'i 

4  ^ 

WBC 

4500-1 1000 

S  O  CjO 

G  3  o  o 

4^  DO 

S’ 

Bands 

2-6S 

o 

i  o 

1  o 

Polys 

31-76% 

r7  U 

4  Li 

4  r 

Eos 

1-4% 

I 

G 

4 

2 

Bas 

O 

O 

o 

G> 

Lymphs 

£4-44% 

\  *7 

1  (o 

1 1 

3  i 

fttyp  Lyrn 

O 

2 

\ 

Monos 

£-1  1% 

4 

ri 

l  ! 

Other 

o 

o 

o 

O 

Ret ics 

0.  5-1. 5% 

l.l 

i.3 

1.2 
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INVESTIGATOR’S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigptme 

Lietman 

A  A  vc 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

URINAL Y8Z8 

Laboratory 


v  ^  r  ■'Xgr~'  U 


Screen  Predrug 


TEST  NORMAL 

l AskiiM. 

ddrnrnmyy 

2j 

ddmmmyy 

ddrnrnmyy 

ddmmmyy 

ddmmmyy 

Color/ftp 

PJ 

tOY> 

NJ'V) 

Sp.  Gr. 

\  OO  i 

o\  V 

\  {\  l( 

V .  Ci )  L 

pH 

L  o 

n.o 

S'  O 

S .  o 

Protein 

rO^  

~T  <-  (v  ct. 

^AG  C^ 

Ketones 

(j 

\0)e  y  .... 

(Oor 

k>A 

Occ  Bid 

f\ 

Kja^ 

Q 

c  v 

(V-  Q 

r\ 

Bili. 

0 

lOd-y 

vOo  y 

'  l 

NJ.aj, 

5 

^  OS', 

RBC 

o 

Q 

V 

6 

C J 

o 

WBC 

o 

o 

O 

ro 

Casts 

o 

o 

o 

Cj 

Epi.  Cel 

o 

o 

O 

o 

Crystals 

o 

o 

o 

a 

Bacteria 

o 

o 

o 

q 

St  udy 
Date 


ELECTROCARDIOGRAM 


Date 

ddmmmyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormalities 

1/ 

23  to  (roS  ^ 

(/ 

y/ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Py xi  grrri  np 

Hetman 

A  iJL  A 

F  M  L 

■oH 

PROTOCOL  DAMD  17-85-C-5133-02 

ADVERSE  EXPERIENCES 

check  if  none  occurred 


a 


ONSET 

(Date/T  irne) 

CESSATION 
Date/T  irne 

dd  mrnrn  yy 

dd  rnrnm  yy 

(0-2400) 

(0-2400) 

dd  rnmrn  yy 

dd  mrnrn  yy 

(0-2400) 

(0-2400) 

ADVERSE 

EVENT 


SEVERITY 

(Check) 


REL’N  TO 
TEST  DRUG 


ACTION 

(Check) 


□ 
Mi  Id 


□ 

Mod 


□ 

Sev 


□ 

DEF. 

□ 

PROB. 

□ 

POSS. 

□ 

DEF.  NOT 

□ 

UNKNOWN 


□ 

None 


□ 

Treatment 


□ 


Stop  test 
drug 


□ 
Mi  Id 


□ 

Mod 


□ 

Sev 


□ 

DEF. 

□ 

PROB. 

□ 

POSS. 

□ 

DEF.  NOT 

□ 

UNKNOWN 


□ 

None 


□ 

Treat  merit 


□ 


Stop  test 
drug 


COMMENTS  (Indicate  #  and  event) 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

£  £i  i<, 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddrnrnmyy 

Procedures 

— 

Screen i ng  1 a bora t  ory 

— 

History,  Physical  Exam 

0 

Admission 

fo. 

5 

T.\l  . 

I  cert i fy  that  s 


1)  I  have  carefully  examined  all  entries  on  the  data  collection 
forms,  consisting  of _ _ pages,  for  subject  #__QA _ - 


£)  All  information  entered  onto  the  data  collection  forms 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


D. 


dd/mrnm/yy 


for 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  PycLstostigsrice 

Lietman 

g  p\  k. 

F  M  L 

OS' 

PROTOCOL  Mffi-17r.S5.-C-5133-02 

Date  of 


Date  of 


eval uat ion 


birth 


MEDICAL  HISTORY 

Examiner 

dd  mmm  yy 

J?3 


C  f_0 


print  name 


dd  mrnm  yy 


Age 

Sex 

Race 


D^i_yrs 

_Tv_V 

.3. 


No  Yes  Comments 


A1 lergy 

Tobacco  Use 

Alcohol  Use 

y 

(s  1  Yt\  tVAL 

Recreational  Drug  Use 

1/ 

1  7 

Medications  past  2  weeks 

y 

~S^vV  vliA  T  l.  *  V:  ,  i-o  A*"'- 

Experimental  Drug  Exposure 

1/ 

ry  - ^ 

Blood  or  plasma  donor 

Prior  Surgery 

*I*t>  ^  ,  ($>  Tu  0  1  c. 

Eye,  ear,  nose,  throat 

•A 

Endocrine (diabetes, thyroid) 

C— V  (heart  murmur, HBP) 

Pulmonary  (cough, asthma) 

Hepat it  is, gastro-intest inal 

Genito-ur inary 

Musculoskeletal 

Neuropsych i at r ic 

Pest icide /herbicide  use 

Other  O  , 

'  cl  S 

U'a s.  T 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

_L  ib  j<j 

F  M  L 

OS 

PROTOCOL  B£MILlZ-85r£::5133-02 

PHYSICAL  EXAMINATION 

Date 

dd  rnmrn  yy 


Temperat ure 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt.  (kg) 

3  n.  ± i  c 

_  O'min 

^  C/rnin 

-i  -L  fi/J  k 

l 

1 — 

'r 

l 

J~L 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormalities 

Head/Neck 

EENT 

l/ 

<  i  ^  C\t>  YvSv  \  ^  C  *  v)  X  r 

\  vS 

"A  cv\  ^  c  cv  <r.  \  r  C\  \  yv  ^  A 

Chest, lungs 

Heart 

Abdomen 

\ 

Genital ia 

tO  t> 

Rectal 

Ext remit ies 

Skin 

Sr,.  CaX  TtvC  V  t  CW  c\A 

Neurologic 

w/ 

CHE8T  X-RAY 

Date  o-'/ S  y 


NORMAL 

X' 

ABNORMAL 

Descri be  abnormal  it ies: 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

i?  jvx  Jl 

F  M  L 

O 

PROTOCOL  °AMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bottle 
I.  D.  # 

5 

2S  &5 

og  s  s 

O  3  <3  S 

IV 

cnj  i; 

^  ^  ^  ‘  ^  *'  S  °  ^  ^  q  %  DOSAGE  (total)  _ /j_3°^j7T 

,\Q>  w, — -  -o-  .i  Ls  1  I  3  2.  _ 

T3  PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID01 

N&/hU 

RBC 

ACHe 

uM/ml  /rnin 

B01 , B47 

0 

3).  s  fJ  t  jo 

0,5  S 

Og  Oo 

B01  : 

847  */^  ^5 

B02 

0.08 

i  , 

C'j  3  0  3 

o  3  6  0 

B02: 

B03 

0.  16 

c5or 

O  <3  C  ^ 

B03:^  ( 

B04, B4B 

0.  25 

*  l 

03  /  o 

o  *3/0 

B04:^? 

BOS 

0.33 

< 

o  ,  r 

03  /r 

B05l3W 

BOG 

0.42 

/ , 

0°iXX> 

o  3  clo 

B06l3/,9 

B07, B49 

0.50 

• 

ocu.r 

B07 

B49:£.  /f 

BOB 

0.  58 

i  ( 

c3>  33  o 

O33o 

B0S=3 0.3L 

B09 

0.  66 

*. 

o33^r 

03  3r 

B09!^.o 

BIO, B50 

0.75 

1  t 

cmo 

Q^o 

B10<l(,-Z 

B50s^ 

Bl  1 

0.  83 

1 , 

O  3  V  3" 

Blls/a 

B12 

0.  92 

ft 

o 3  ro 

C3i"o 

B12,/A? 

B13, B51 

1.0 

*•  \ 

B13s//,? 

851 70^/ 

B14, B52 

1.  33 

- 

lOif 

/  ^/3" 

B52: 

B15, B53 

1. 66 

i 

/  o3  Jr 

/  ^>3  r 

Bl5l5A 3 

B33 -./£>,& 

BIG, B54 

2.  0 

\ 

)crr 

/ 

B16=f.3? 

B54  i  // .  /0 

B17 

2.  5 

1)2  s 

li  x  s' 

B17!^ 

JUUyur  QA&Ojj'  ~ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostigpiLne 

Lietman 

£  Js. 

F  M  L 

o  5" 

PROTOCOL  a®®  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
istrat ion  (0—2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bottle 
I.  D.  # 

s 

35  fOcvJgJT 

Q£j_r 

IV 

Tv' 

DOSAGE  (total) 


page  2 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

K>g/hL 

RBC 

ACHe 

uM/ml /min 

BIB, B55 

3.  0 

n  r  r 

115-3' 

B18 

855  */;?.?/ 

B19" 

3.  5 

*  { 

0  3  7 

B19: 

B20, B56 

4.  0 

*  i 

l  3  73" 

O  sS 

B20 :  ^ 

B56:/^77 

B21 

5.  0 

>73  r 

>  3  75" 

B21 1 

B22, B57 

6.  0 

»« 

)l?5T 

/  V77 

B22:^ 

B57,/?m 

B23 

7.  0 

>  y  s  3" 

1  y  r  3" 

823  s  ^ 

B24 

8.  0 

1 1?  r 

1  4  57 

B24 :  ^ 

B25 

10.0 

I  itsjr 

1  3  77 

B257./+ 

B26 

12.  0 

•) 

^c^sr 

,3.  d5' 

B26: 

B27, B58 

24.0 

2  ^  ^  Ss 

o  fryy 

0£r£ 

B27 : 

858  72  9/ 

*  JUJUyur 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  ^ExrixiQstignLne 

Lietman 

&  JTv  X 

F  M  L 

o 

PROTOCOL  JQAMD_17Qa5-C-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

S 

55  NMt 

£>£  5  5 

o  3  yy 

IV 

Ki  t\ 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

ORSo 

#7  S 

O./d.) 

# 

C  K 

0.  8 

( . 

Ocio-o 

O  3  Dd 

0.  16 

V 

o  3  d  y 

c^or 

0.  25 

O  °\  (  o 

c>3  /  o 

# 

0  a 

»  y 

j  r 

0.  42 

•v 

o  3^ 

o  3 

0.  50 

Q  °l 

orur 

#<^ 

#i/7  A? 

V* 

0.  58 

I, 

o°\3o 

3o 

0.  66 

l  * 

o°i  3>r 

o°i  3r 

0.  75 

l  V 

o33  o 

03  V-o 

#  &o 

0.  83 

l 

o  °i  u  r 

0.  92 

o3 

O  15"  ° 

1.  0 

• 

o°!  ss~ 

o^Kr 

A  7 

la 

1 0  )  s~ 

/  o/  .r 

1. 66 

1  * 

i 

/o]  r 

#7o 

2.  0 

t  o  r  r 

i  ojry 

*67 

*  i*  A  a 

2.  5 

• 

LLLL 

nxr 

/ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

j=  t\  j< 

F  M  L 

o 

PROTOCOL  DAMD  1Z-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

5 

•2.S  ^ 

0&  S  S' 

O  °l  S' 

IV 

KJ  H 

DOSAGE  (total) 


page  2 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0—2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 
Gr  i  p 
L/R 

Coord 

Test 

3.  0 

C 5" 

\i  s  r 

1 1  y  y 

*  o 

3.  5 

i\ 

uar 

y 

4.  0 

t  > 

1  ay  r 

ia  y  y 

*60 

*Mhi 

5.  0 

*  f 

)3  3  T 

1 3  rr 

6.  0 

I  vrr 

/vrr 

*V7  h‘, 

7.  0 

<< 

i  y  r  r 

is  s  r 

8.  0 

/  4  y  r 

ILSS 

10.  0 

/  £  yj- 

)  $s  y 

12.  0 

fi 

^  o  y  y 

d  y 

24.  0 

a4i0<\>$r 

o^r-r 

o£y  y 

*^c/ss 

*  ok 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostippiine 

Lietman 

j^r  jo 

F  M  L 

os 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin¬ 
istration  (0-2A00) 

Route 

Bottle 
I.  D.  # 

a 

zz  kU\)P 

OS'  s  o 

op  o 

PO 

K)  A 

IP  V  ^  ^'ll  DOSAGE  (total)  Qjd  • 

4  l\  1 - 

PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2A00) 

Actual 
Clock  Time 
(0-2A00) 

CPYRIDOD 

Mr/jz, 

RBC 

ACHe 

uM/ml /min 

B28,  B59 

0 

7Ll  fO<v  U 

o  So o 

O  So  o 

B28:^- 

B53  ■■/?.& 

B29, B60 

0.  25 

1  i 

0 

o 

A 

..  OilAi. 

B29 :  ^ 

B60! 

B30, B61 

0.  50 

O  r)blo 

r 

B61sp?.  73 

B31, B62 

0.  75 

i 

o^|  3  p 

cO  Q|  3  S" 

B31‘/j.O 

B6£:  ///;? 

B32, B63 

1.0 

M 

olS^ 

O^f  T  e> 

B32:  /<^ 

B63 :  /Qt  /3 

B33, B6A 

1 . 33 

lolo 

)  oi 

B33!<U0 

B6A:£/? 

B3A, B65 

1. 66 

*  \ 

1  o3  » 

/  o  3  o 

B3A:  30.0 

B65:^/^ 

B35, B66 

2.  0 

ic>y  b 

B35££} 

B66:/,^ 

B36 

2.  5 

*• 

)  )2o 

1(2  o 

B3G:  /7// 

B37, B67 

3.  0 

i , 

)/  S o 

II  S'o 

B37!/5x i 

B67 

B38 

3.  5 

«• 

}  22o 

)  2~2 

B387J,f 

B39, B68 

A.  0 

f  s 

/c2-S~o 

a  so 

639 

B68:  CJ , 

BAO 

5.  0 

)35o 

/3  -So 

B40H9? 

BA1, B69 

6.  0 

r 

1 

841 15.  B 

BA2 

7.  0 

4  k 

/  ss  O 

1  S  So 

B4£:3.W. 

BA3 

8.  0 

)  is  O 

B44 

10.  0 

\ 

is  rb 

UP 

BAA : / 4/ 

^TZI2M<AF~a 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  Pyri  dOiStlgnu^^ 

Lietman 

F  M  L 

os' 

PROTOCOL  DftMD  17-85-C-5I33-02 

MEDICATION  RECORD 


STUDY:  ORftL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0-E400) 

Route 

Bottle 
I.  D.  4* 

a 

O  ?  -S  o 

P0 

KJ  A 

PLASMA  CONCENTRATIONS 

page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

A iG'lqi 

RBC 

ACHe 

uM/ml/min 

B45 

12.  0 

2  l  0  ,-v>  Z  5 

io  jO 

B46, B70 

24.  0 

O^5o 

oS  r  ^ 

B46. /AX 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigniine 

Lietman 

J2;  jn  Jc 

F  M  L 

0  V" 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 

Date 

Start  drug  admin¬ 

End  drug  admin¬ 

Route 

Bott le 

Day 

ddmmmyy 

istration  (0-2400) 

istration  (0-2400) 

I.  D.  # 

n 

22,  Pi 

PO 

N  A 

DOSAGE  (total) 

PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

0 

0  0 

Ok  c>  => 

*3* 

*4°  As* 

0.  25 

0  ci  cs  r 

o3  0  S 

*  Ov 

0.  50 

• 

O  c,lo 

#  S* 

..VsAv 

# 

0.  75 

o  3  vr 

0  3  3  ST 

1. 0 

o°i  s  0 

o3  S  0 

#  34, 

1. 33 

1 . 

1  °  1 0 

/  0  0 

#3t 

1. 66 

(  V 

1  0  3  0 

1  0  3a 

#r)t 

2.  00 

*  , 

/o 

1  0  5  ^ 

%/w 

2.  5 

v( 

1  l  a.  0 

1  1 3  0 

3.0 

\  1  S  *> 

1 1  ro 

«lo 

3.5 

( , 

Qlo 

4.  0 

1, 

\3lST<> 

13  y  0 

«n r 

?rrM 

5.  0 

*, 

13 

)3 r>o 

6.  0 

i. 

° 

•4  To 

#  n 

/  O 

7.  0 

iss  => 

1  r  ro 

B.  0 

1  fo  jr  -c. 

u  50 

10.0 

( 

/  g’i  0 

/  S’ ro 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridosti^nine 

Lietman 

Jk 

F  M  L 

os 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bottle 
I.D.  # 

a 

O 

O  S'  o 

PO 

cO  A 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Dat  e 
ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

3.2.  MtM  ?  b' 

a  Oo 

o  S"o 

*  7o 

24.  0 

O  BSa 

y  o 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridos  tigmine 

Lietman 

£  0  k 

F  M  L 

OS' 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMX8TRY  VALUE8 


Laboratory  73  5W  i\ S  V\  1  K A 


Screen  Predrug 


TEST: NORMAL 

UUtelSS 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

NA: 135-148  MEQ/L 

]  H  1 

i  ‘/m 

1*7/ 

K : 3. 5-5.  0  MEQ/L 

Li.  o 

Hz 

3  .  t 

H.  ^ 

CL: 96-109  MEQ/L 

/D4 

)  C  V 

,i  c57 

1  o$ 

C02: 24-30  MEQ/L 

D  % 

,3  / 

2. 

SUN: 12-25  MG/DL 

)  1 

/  C3 

Jo 

CREAT:0.  4-1. 5  MG/DL 

o .  °l 

o  .A 

),  o 

O  ^ 

GLU:70— 1 15  MG/DL 

CS  %  . 

^  / 

)  3  D 

S  g 

T. BILI :0.  3-1. 2MG/DL 

o.  (= 

o.7 

J.  o 

D  4 

D. BILI :0.  1-0. 4MG/DL 

O.  / 

oo 

o.  1 

c>.  / 

CA:9. 0-11.0  MG/DL 

)  o  M 

/o.o 

^  .S' 

H  4 

P04:3. 0-4.5  MG/DL 

1.7 

H 

3.T 

4, 

URIC  A:4. 2-8. 8MG/DL 

<o  .  l 

S  °] 

C.  (D 

5-  4 

T.  PROT :  6.  0-8.  5G/DL 

n  H 

£.7 

6 

ALB. :3. 2-5. 3  G/DL 

S',  / 

v,/ 

AST: 0-35  IU/L 

>7 

n 

\z 

)H 

ALT: 0-30  IU/L 

K 

i) 

n. 

}H 

ALK  PHOS : 0—95  IU/L 

yn 

CHOL: 151-268  MG/DL 

i  ^7 

m) 

nj 

LDH: 0-200  IU/L 

fj  T> 

1  1  4 

7 <? 

/  ^5 

CPK : 0—160  U/L (male) 

I  53 

1  oo 

1)  o 

St  udy 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

ir  _0  _k 

F  M  L 

or 

PROTOCOL  1 7 — 85 “C“5 1 33“02 

HEMATOLOGY  VALUES  , 

Laboratory  C\y-.W\V,  Vu 


Screen  Predrug  Study 


TEST  NORMAL 

ddmmmyy 

QdhklLr 

ddrnmrnyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

Hgb 

13. 9-16. 3 

i  s'.  o 

15, ( 

iV.  b 

\L,  3 

PCV 

41. 0-53. 0 

M  sr.  3 

JlH.S 

V  3  3 

v  5.  JL 

Pit 

150-350 

3>*7o 

anH 

r  c  r 

RBC 

4. 50-5. 90 

V .  n  3> 

H 

H  12 

WBC 

4500-11000 

V  So-n 

^1  0  L  O 

Bands 

£-6* 

C> 

<r 

o 

1 

r 

Polys 

31-76* 

53 

lo 

r  l 

<r  o 

°  i  . 

Eos 

1-4* 

1 

1 

3 

3 

Bas 

o 

o 

3 

o 

Lymphs 

£4-44* 

3<? 

3  if 

3  <o 

an 

Atyp  Lyrn 

o 

CD 

CD 

O 

Monos 

£-11* 

1 

O 

3 

& 

Ot  her 

o 

o 

o 

o 

Ret ics 

0.  5-1.5* 

I-X 

13 

I? 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridos tigmine 

Lietman 

C-  _T_\  Js_ 

F  M  L 

or 

PROTOCOL  DAMD  17-85-C-5133-02 

U 


URINAL V8Z8  VALUES 

Laboratory  g  V\yv  A  Mc-fi>V.v>si  L  ^ 

^tunU^J 


h 


Screen  Predrug 


TEST  NORMAL 

5e2J<£jjjr 

ddrnrnmyy 

ddrnrnrnyy 

a.SKlr<<£y 

ddrnmmyy 

gKitOv-oSi" 

ddrnmrnyy 

ddrnrnmyy 

Color /ftp 

tov 

V)^ 

Sp.  Gr. 

\  o\  r 

\  .  <*  >  ? 

i  Dir 

1  .033 

pH 

G.i 

6  Q 

Lf 

/ 

b  , 

Protein 

(V)r  p 

rO 

<u. 

Ketones 

rOcy 

& 

tO 

ft 

kJ  j  . 

Occ  Bid 

O 

6 

NJ  *  / 

ys 

pO<y 

^  Q.  A 

Bili. 

N-l 

l 

tO  a  J 

RBC 

5 

0 

c> 

O 

WBC 

O 

o 

/v  & 

Casts 

o 

O 

O 

Ci 

Epi.  Cel 

o 

<o 

O 

o 

Crystals 

o 

O  

o 

O 

Bacteria 

o 

o 

o 

o 

CX.  \  0*^  C 

^vx  >  l! 

St  udy 
Date 


ELECT  ROC  A  RO 1 06  RAM 


Date 

ddrnmrnyy 

normal 

check 

ABNORMAL 

check 

Describe  abnormal  it ies 

So  fJc\>  'i  y 

«/ 

0  2  kjc-vj  { y 

</ 

2y-A’J  ^ 

</ 

Ay/S  Q*  Vo  /Sc 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  AyqH  gnrn-np 

Lietman 

Ez  je  _k 

F  M  L 

o 

PROTOCOL  DAMD  17-85-C-5133-02 

ADVERSE  EXPERIENCES 


check  if  none  occurred 


ADVERSE 

EVENT 

ONSET 

(Date/T  irne) 

CESSATION 
Date/T  irne 

SEVERITY 

(Check) 

REL’N  TO 
TEST  DRUG 

ACTION 

(Check) 

# 

□ 

□ 

□ 

dd  mmm  yy 

dd  rnrnrrt  yy 

Mi  Id 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

# 

□ 

□ 

□ 

dd  rnmm  yy 

dd  mrnm  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treat  merit 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

COMMENTS  (Indicate  #  and  event) 


211 


page  1  of  15 


i 


INVESTIGATOR’  S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostiffnLne 

Lietman 

_k 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

PRDTQCOL 


St  udy 
Day 

Date 

ddmmrnyy 

Procedures 

— 

Screen i ng  1 aborat  ory 

_ 

A  MW  ST 

History,  Physical  Exam 

0 

£/  ft" 

Admission 

=23/^ 

f.o. 

5 

1T3/, 

I  cert i f y  that  2 


1)  I  have  carefully  examined  all  entries  on  the  data  collection 
forms,  consisting  of _ 1  _  pages,  for  subject  # _ 


2)  All  information  entered  onto 
this  subject,  to  the  best  of 


M.  D. 


Invest  igator*s  s 


ure 


the  data  collection  forms 
my  knowledge,  is  correct . 

2V/ 

dd/mmm/yy 


for 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PxELdOStigprice 

Lietman 

J< 

F  M  L 

0  6 

protocol  MfiI12-§5.-Cz5133-02 

Date  of  eval  uat  ion 

dd  mmm  yy 


MEDICAL  HISTORY 

Examiner 


Date  of  birth 


dd  mrnm  yy 


print  name 


a 


ftge 


yrs 


Sex 

Race 


jccu 

No  Yes  Comments 


ft 1 ler gy 

V 

Tobacco  Use  ^ 

S' 

Alcohol  Use 

S 

Ovj,^  ^  6  'A  T- 

Recreational  Drug  Use 

y 

Vi  'A 

SmcVi  v\  r\ 

Medications  past  2  weeks 

y 

o 

Experimental  Drug  Exposure 

y 

'  'l  I  Sr  ±~ 

<~$~e-c cr^-  C\  1&.5T  C\>  ^ 

Blood  or  plasma  donor 

y 

Prior  Surgery 

s 

Eye,  ear,  nose,  throat 

S 

Endocr ine (diabetes, thyroid) 

S 

C-V  (heart  murmur, HBP) 

S 

Pulmonary  (cough, asthma) 

S 

He pat  it  is, gastro- intest inal 

y 

Gen ito-ur inary 

y 

Musculoskeletal 

y 

Neuropsych i at  r i c 

y 

Pesticide/herbicide  use 

y 

v'  J[ 

Other 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

compound  Pxddoatigo&ne 

Lietman 

Sr-K. 

F  M  L 

o  (? 

PROTOCOL  mil2-85r£r5133-02 

PHYSICAL  EXAMINATION 

Date  /  tJc^/ 

dd  mmrn  yy 


Temperat u re 

Pulee 

Respir 

Blood  Pressure 

Height  (cm) 

Wt.  (kg) 

_7._^  c 

_  *3  1£/min 

J  J/rnin 

1  i  F  /  7  £ 

'  3-  i.£l 

3'  *2.  .  c2.. 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormal i t ies 

Head/Neck 

EENT 

v' 

Chest  f  1 ungs 

Heart 

Abdomen 

Genital ia 

kJ-1> 

Rectal 

tO  .!>. 

Extremi t ies 

Skin 

s/ 

qr>  Ar  7  fo 

Neurologic 

1  o  cl  \  ^  $<z\ 

CHEST  X-RAY 

Date  <>5/B±;±/£S 


NORMAL 

0< 

ABNORMAL 

Descri be  abnormal it ies : 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

vL  K 

F  M  L 

oi 

PROTOCOL  EAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin¬ 
istration  (0—2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

5* 

as  «0<ro  S5 

10  0  5' 

IV 

"ITT  " 

c  c2  l. 


-CVX 


DOSAGE  (total) 

PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDQ1 

NGt/mi- 

RBC 

ACHe 

uM/ml  /rnin 

B01 , B47 

0 

2S.kJ.fc2&r 

ogl  o 

&io 

B01 

847  V4X' 

B02 

0.  OB 

V 

B02:/?  Q 

B03 

0.  16 

o  <■/  b" 

B03!/'?.'i 

B04, B48 

0.  25 

1  ^ 

O^ISd 

O  ^  S' *=> 

804  *^.5- 

B4S  :  //'  0  / 

B05 

0.  33 

*. 

G  ^  5  5" 

B05!a^ 

BOG 

0.  42 

\  o  o  o 

|5oo 

B06:  ^ 

B07, B49 

0.50 

s 

i  0  05" 

/  o  o 

B07:  J53 

B49:<^^5 

BOB 

0.  5B 

•  t 

10)0 

|  o\o 

BoaV0^ 

B09 

0.  66 

- 

)  o^r 

iCn  ^ 

B09:  jj  Oj 

BIO, B50 

0.  75 

V 

1  oio 

1  oio 

BIO : /  0#  / 

Bso-.q.4S 

Bll 

0.  B3 

1  4 

i 

ioar 

Bll :  <^  9/ 

B12 

0.  92 

- 

lOlQ 

/  o 3o 

B13, B51 

1.0 

*  % 

\  s' 

/  O  'U' 

8131  ?,/? 

B51  i/O  At 

B14, B52 

1. 33 

•• 

l  oSS 

loss 

B14*^.cl« 

652: 

B15,  B53 

1. 66 

•- 

i  nr 

.  //G‘ 

B53:  //•  U 

B16,  B54 

2.  0 

ii  3  r 

ii  sy 

Bl6!^.o9 

BS4:  /A^ 

B17 

2.  5 

\  • 

)  2  or 

l.2of 

B>7< /,<}(? 

page  5  of  1 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

3L  __  11 

F  M  L 

o  4, 

PROTOCOL  DM©  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  admin- 
i st  rat i on  < 0-2400 ) 

Route 

Bott le 
I.  D.  # 

S' 

2SVc  v/& 

o  °I  3.S 

loo  ^ 

IV 

KJ  A 

DOSAGE  (total)  ‘  ' 


page  2 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

ng/hl 

RBC 

ACHe 

uM/ml /min 

B18, B55 

3.  0 

arNn/fcy 

o  3  r 

\  £.  3  V 

Bia:3,a0 

855  :/^f5 

B19 

3.  5 

» 

B19y.53 

B20, B56 

4.0 

« 

n>3,y 

I'/oS 

B20:  ^ 

BS  Si/-?,// 

B21 

5.0 

\  y 

3>r 

^  33' 

B21 

B22, B57 

6.0 

1  k 

I  s-  3r 

B22:^ 

B23 

7.  0 

/4  3T 

I  4  30' 

B23 : 

B24 

8.  0 

4  1 

i  n  3.f 

|A  3JT 

B24 :  ^ 

B25 

10.0 

• 

1  3  3  5" 

)ri  3r 

B25:  * 

B26 

12.  0 

•• 

•3.13-T 

^  1  3S" 

B26:^ 

B27t B58 

o 

• 

01 

i 

CD°\2X 

30~ 

B27 : 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyriHAgHomino 

Lietman 

a  -  a 

F  M  L 

OL 

PROTOCOL  _HM)_17QB5rC-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


Study 

Date 

Start  drug  admin¬ 

End  drug  admin- 

Route 

Bottle 

Day 

ddmmmyy 

istration  (0-2400) 

i st  rat i on  ( 0-2400 ) 

I.  D.  # 

C~ 

o 

QS  K)rJ  ?y 

/oor 

IV 

DOSAGE  (total )  _ 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

0^1  o 

OSlO 

#  7  b 

V.  M 

#  i*  k 

0.  8 

o  c\  h  o 

O^o 

0.  16 

•• 

O  °l  S  s' 

0  •  c'5 

• 

cC c)  S’  o 

O  °|  5  o 

#  77 

0.  33 

1 

cD  c«  5  S 

y  y 

0.  All 

*. 

)  O  o  Li 

I  oo  o 

0.  50 

/  o  oy 

i  oor 

#  76/ 

*7D/?0 

#  C  L 

0.  50 

« 

lO  to 

1  O)  O 

0.  66 

l  , 

loi  y- 

i  o  i  y 

0.  75 

1 

1  O  0.  3 

/  oa  o 

#7<4 

0.  83 

•• 

/  car 

i 

0.  92 

'  1 

\  o  3o 

/  o  3  o 

1.0 

1  . 

ic3y 

i  o3r 

#4o/yj. 

1  •  33 

1  \ 

1 3  A  3' 

/o5J" 

1. 66 

)  /  /  3" 

i/  ir 

*74 

2.  0 

3  5  ^ 

\nr 

*7  4 

2.  5 

i2o  r 

110  S' 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

F  M  L 

04 

PROTOCOL  DAMD  1Z-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

O' 

0^33" 

IV 

N  A 

DOSAGE  (total)  _ ' 

PHYSIOLOGIC  VARIABLES 


page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

asM-vsv 

\^L  3  3" 

3.  5 

■ 

uor 

I3oT 

4.  0 

mr 

l4oS 

*Sf2/c.y 

5.  0 

1 H  3JT 

14  33" 

6.  0 

(  , 

/^ir 

i  r  3y" 

#0° 

•<ixM 

7.  0 

1  4 

)  t  3  3" 

/  t3i' 

8.  0 

l  , 

n  13" 

n  3  3" 

10.  0 

V 

l°l  33" 

jr 

12.  0 

H 

a  ur 

sur 

24.  0 

QL  TOrV  8S' 

0*l3jf 

*Wy< 

*  L 

r  L 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

Jl  „ 

F  M  L 

o  4 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

2- 

£2  lJ  (\j  'ijt 

CoS  S3 

og^r 

PO 

t.nsias  dosage  (total)  ■ 

*-5*  *->r-jL-v-A  a_  ^  ^  ”3  ^  <i  2_ 

u  ^  PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

RBC 

ACHe 

uM/ml /min 

B2B, B59 

0 

□2M^SS‘ 

i  ci 

Ck-S  R 

B28:  4 

B59:AfX 

B29, B60 

0.  25 

*  t 

C>°\  l  o 

o  °[  lo 

B29:^75 

B60s 

B30, B61 

0.  50 

*• 

Cj^iD 

O  ^  y 

B30!^ 

B61,/i?/7 

B31, B62 

0.  75 

1  * 

O5^o  „ 

B31,/3,S 

BBSi/f.JS 

B32, B63 

1.0 

Oc\S'S' 

O  ^  5'  O 

Btt'ii.M 

B33, B64 

1.  33 

{. 

loir 

lulf 

B33:  ^ 

B64:  ///3 

B34, B65 

1. 66 

*{ 

)o3r 

/  ol-O 

B34,/t5 

B35, B66 

2.  0 

K 

)o  sr 

lo-S’S" 

B35  x/0.(p 

BSSitD,43 

B36 

2.  5 

is 

i  ur. 

a  ir 

B37, B67 

3.  0 

1  , 

ii  sy 

njr 

B37i/o,5 

B67://-26 

B38 

3.  5 

B36'933 

B39, B68 

4.  0 

asT 

B39 

B6B=/0,^ 

B40 

5.  0 

•> 

i  3  ,s r 

»  3  JO" 

B“0,4.55 

B41, B69 

6.  0 

1 1 

iwyjr 

ic/  yjr 

B4i . 

B69 

B42 

7.  0 

i  rrr.  . 

irz  r 

B42=JP, 

B43 

8.  0 

i  (=■  r  r 

1  c  f  s' 

B43: 3,36 

B69A : 

B44 

10.  0 

!?,C< 

B44:  ^ 

oaaoj^  AwJvdiuLKtq  219 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyHHngrjgrgjnP 

Lietman 

<*-  K 

F  M  L 

O  Cr 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Date 

Start  drug  admin¬ 

End  drug  admin¬ 

Route 

Bottle 

Day 

ddmmmyy 

istration  (0-2400) 

istration  (0-2400) 

I.  D.  # 

n 

"  osrr _ 

o^rr 

PO 

<N  A 

DOSAGE  (total) 


page  8 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

A »/Ht 

RBC 

ACHe 

uM/ml/min 

B45 

12.  0 

pi  iO*)£i' 

ac,£5 

B45V 

B46, B70 

24.  0 

Ai  KJnJ&S" 

 £2.8  S'*  

B46: 

B70s  1$,  II 

**  O&AAtf  220 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyrldostignrine 

Lietman 

5L  &- 

F  M  L 

ot 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

O X  5T±' 

PO 

m  r\ 

DOSAGE  (total) 


_c?0/rr\/J 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

©en 

OS'/  T 

V//vr 

*  c.L 

0.  25 

Or)lO 

c)  5  1  o 

#r77 

0.  50 

.  . 

0^2  r 

r 

V  3 

#oL 

0.  75 

*  f 

CiWo 

O  ^  V  D 

#r)i 

1.0 

J  i 

o  <=?  rr 

o')  y T 

*  63- 

1. 33 

1  . 

I  o  ir 

/o  /  3 

/ 

1. 66 

io>zy 

/o3r 

#r7o 

2.  00 

4 

ir>  s' S' 

/  o  X T 

*93' 

2.  5 

h 

1 1  2  V 

1 1  a.  r 

/  ' 

3.  0 

.  < 

n  y  3” 

a  ir 

3.  5 

1 1 

)2«xr 

4.  0 

/. 

i  .3  5jr 

txsri 

5.  0 

t , 

1  3  35"  J~ 

'\sy 

6.  0 

/ 

i  q  r  j ' 

i  vrr 

*£o 

*3% /y 

7.  0 

1 

/  5~J~r 

JyS's ~ 

i 

a.  0 

/ 

/  (?y  s~ 

!  T T 

10.  0 

i , 

(  fir 

/  /j".T 

221 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridos  tiffm  ne 

Hetman 

J! _ 11 

F  M  L 

o  L 

PROTOCOL  DAMD  17-85-C-5 133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

*~L 

XL  (0.O&J 

os  s  5 

O  S'S'JT 

PO 

hJ-A 

DOSAGE  (total) 


_<3 -Q-OC^J 


PHY8I0L08IC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

^T-KJrJ&r 

r . 

<3  O  '-T  y 

24.  0 

^lLKJoJ  £T 

oR.Sjr. 

V- 

k 

GK# 

222 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

TL _ fe- 

F  M  L 

o<t 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMX8TRY  VALUES 

Laboratory  -~T\  tl _ 


Screen  Predrug  Study 


TEST: NORMAL 

ddmmmyy 

A  \  s 

ddmmrnyy 

ddmmmyy 

ddmmmyy 

ddrnrnmyy 

NA: 135-148  MEO/L 

14  6 

l  H  2. 

1^0 

K:3. 5-5. 0  MEO/L 

h.  i 

4.1 

CL: 96- 109  MEO/L 

)0°> 

lot 

IO& 

C02: 24-30  MEO/L 

.Air 

 cAV 

SUN: 12-25  MG/DL 

1  S' 

1  o 

ii 

CREAT : 0. 4-1 . 5  MG/DL 

I-  o 

1  O 

0.* 

GLU:70— 1 15  MG/DL 

<£1 

It  o 

n  a 

T. BILI :0.  3-1. 2MG/DL 

fo.  o 

O.V 

0.3 

D. BILI :0. 1-0.  4MG/DL 

If**1  £** 

£j 

O  •  1 

O.-o 

CA:9. 0-11.0  MG/DL 

n  L 

9.9 

P04:3. 0-4.5  MG/DL 

44 

an 

3.3" 

URIC  A:4. 2-8. 8MG/DL 

S.l 

4-1 

S.  s 

T.  PROT : 6.  0-8.  5G/DL 

V  I 

4.2 

G.  8 

ALB.  :  3.  2-5.  3  G/DL 

h  ? 

4.r 

4-9 

AST: 0-35  IU/L 

ir 

13 

i  sr 

ALT: 0-30  IU/L 

i 

1  o 

s 

ALK  PH0S.-0-95  IU/L 

1 H 

4  2. 

CHOL: 151-268  MG/DL 

tO. 

n!  1). 

(0.3), 

LDH: 0-200  IU/L 

1  12 

i  o  n 

CPK : 0—160  U/L (male) 

5/ 

If  Cj 

rO  0 

223 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

"ni_A 

'P 

31 

1 

r\K 

PPqYqqqI^  DAMD  1 7—85—C—5 1 33—02 

HEMATOLOGY 

Laboratory 


$L 


Screen  Predrug 


TEST  NORMAL 

ddrnmmyy 

ddrnmmyy 

ddrnmmyy 

ddrnmmyy 

ddrnmmyy 

Hgb 

13«  9~  1 E . 

it.  3 

)H.  £ 

PCV 

41. 0-53.  0 

MOl 

H  s.  V 

4*.  D 

Pit 

150-350 

a  G  3 

3o7 

RBC 

4. 50-5. 90 

s  a<7 

r.  o  3 

NBC 

4500-11000 

13 

S  7oo 

Bands 

£-654 

C1 

1 

G 

Polys 

31-7654 

£>  6> 

Si 

n  t 

Eos 

1-4% 

s* 

l 

i 

Bas 

i 

/ 

O 

Lymphs 

£4-44% 

i H 

i  V 

Atyp  Lym 

o 

o 

o 

Monos 

£-1 154 

O 

1 / 

2 

Other 

o 

o 

o 

Ret ics 

0.  5-1. 554 

O  S 

OS 

10  03 

St  udy 
Dat  e 


224 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmi ne 

Lietman 

(R  k. 

F  M  L 

PROTOCOL  C^MD  17-85-C-5133-02 

URINAL Y8XB 

Laboratory 


Screen  Predrug 


TEST  NORMAL 

ddmmmyy 

21 J iiftL&S' 

ddmmrnyy 

ddmmmyy 

ddmmrnyy 

ddmmrnyy 

Color/Ap 

(nJ  >> 

fNj  'O 

S  p  •  G  r . 

1  02. 7. 

(  o  i  ^ 

i.on 

pH 

&.  o 

6  O 

6 .  o 

Protein 

i  <L±~ 

Ketones 

Occ  Bid 

o 

NJ  £a/ 

■u 

& 

n 

Bili. 

b . 

nX>^V 

o 

a 

RBC 

G 

O 

Cj> 

NBC 

O 

CJ> 

Casts 

6 

O 

o 

Epi.  Cel 

O 

o 

o 

Crystals 

0 

i 

~C 

a 

o 

Bacteria 

o 

o 

a 

St  udy 
Date 


ELECTROCARD I 08 RAM 


Date 

ddmmmyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormal  it les 

2  \  (0  fv  £j 

,/ 

1  N3  (\j  L  S 

i/ 

/ 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  _Ry-ri  HngH  gjm 

Lietman 

£  -  X 

F  M  L 

Db 

PROTOCOL  DAMD  17-81-C-5133-02 

ADVERSE  EXPERIENCES 


check  if  none  occurred 


0 


ADVERSE 

EVENT 

ONSET 

(Date/T ime) 

CESSATION 
Date/T  irne 

SEVERITY 

(Check) 

REL’N  TO 
TEST  DRUG 

ACTION 
( Ch  ec  k ) 

# 

□ 

□ 

□ 

dd  mrnrn  yy 

dd  nirnm  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

# 

□ 

□ 

□ 

dd  mmm  yy 

dd  mmm  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

COMMENTS  (Indicate  #  and  event) 


226 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

x  X 

F  M  L 

o' 1 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmmmyy 

Procedures 

— 

Screen i  ng  1 a bora t  ory 

History,  Physical  Exam 

0 

Admission 

a 

f.o  ■ 

S 

O'ijTrtl  #0 

I  certify  that: 

1)  I  have  carefully  examined  all  entries  on  the  data  collection 

forms,  consisting  of _ }_<£__  pages,  for  subject 

2)  fill  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 

2 

dd/mmm/yy 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

compound  PycUtosLigpane 

Hetman 

F  M  L 

protocol  12-85.-C-5133-02 

Age 

Sex 

Race 


_2jfyrS 


m 


No  Yes  Comments 


A1 lergy 

1/ 

Tobacco  Use 

/ 

Alcohol  Use 

Recreational  Drug  Use 

/ 

Medications  past  2  weeks 

l/ 

Experimental  Drug  Exposure 

c/ 

Blood  or  plasma  donor 

/ 

Prior  Surgery 

/ 

Eye,  ear,  nose,  throat 

/ 

Endocrine (diabetes,  thyroid) 

/ 

C-V  (heart  murmur, HBP) 

/ 

^  - 

Pulmonary  (cough, asthma) 

/ 

Hepat it  is, gastro-intest inal 

/ 

Gen ito-ur inary 

Musculoskeletal 

/ 

Neuropsych i at  r i c 

/ 

Pest icide/herbicide  use 

/ 

Other 

228 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  PxnitostLgmoe 

Lietman 

-r  —  ~r 

F  M  L 

ol 

PROTOCOL  DSMILlZz85zCz5133-02 

PHYSICAL  EXAMINATION 

Date 


dd  mmm  yy 

.  ol  rWWyy 


Temperature 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt.  (kg) 

 33  it  c 

-  7amin 

..  -JWFC- 

llio. 

1 

1 

i'0, 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormalities 

Head/Neck 

EENT 

lUl/J  7**^f  Am 

Chest, lungs 

Heart 

Abdomen 

(/ 

Genital ia 

A 

a 

Rectal 

A 

V 

Extremit ies^ 

Skin  (J? 

w 

fii^tuuAylA(D 

Neurologic 

V 

CHEST  X— RAY 

Date 


NORMAL 

ABNORMAL 

Describe  abnormal it iess 

229 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

IT..  _T 

F  M  L 

07 

PROTOCOL  DMD  17-85-C-5I33-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin¬ 
istration  (0-2A00) 

Route 

Bott le 
I.  D.  # 

3 

c>  3  <Xo 

o  %  5  o 

IV 

inj  -a 

2-^0.  ot  ^  DOSAGE  (total)  1 

a *2-  .  4’2'OTr7 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2A00) 

Actual 
Clock  Time 
(0-2A00) 

CPYRID03 

(0C-//VC 

RBC 

ACHe 

uM/ml  /rnin 

B01, BA7 

0 

o  XWSk 

oxir 

O'S'f  Y' 

B01  : 

B02 

0.  08 

OXc 11 

802  ft  5/ 

B03 

0.  16 

%  % 

o  S  3  o 

o£j  o  . 

B03:l3-? 

BOA, BAS 

0.  25 

<• 

0^33" 

0^3  r 

BOtl/l,} 

BA8:F^ 

B05 

0.  33 

>. 

oev  o 

-^S'Yo 

B05  :/5^ 

BOS 

0.  A2 

*  i 

o%7  r 

B06  :/^3 

B07, BA9 

0.  50 

«. 

o?yo 

B07l/7.9 

BA9:^(/p. 

BOS 

0.  58 

4  . 

oS'Xjr 

e,8  <T  S' 

BO8:/3.0 

B09 

0.  66 

/ 

09  oo 

<3  9  OO 

B°9  !/0,/ 

BIO, B50 

0.  75 

o?or 

O^dS" 

B50:  7-4?- 

Bll 

0.  S3 

•i 

09  to 

c>9  /  0 

B11'US 

B12 

0.  92 

1  , 

B13, B51 

1.0 

/  , 

Q^lO 

„  0 

B51: 

B1A, B52 

1. 33 

1. 

A  O 

0 

B52: 

B15, B53 

1.  66 

1 

/o63 

/  6  0  -er^ 

^  ^  O  0 

B15v?,& 

B53:  £-55 

BIS, B5A 

2.  0 

- 

/03ts 

[O^D 

B16v?/5? 

054  *£,$? 

B17 

2.  5 

It 

!  o  5  ° 

5-  JLd(Uj/  ~^MA t/  '^unMMP^//  ~ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyfidostignine 

Lietman 

f  ..  -I 

F  M  L 

on 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

s 

O  S' A  O 

oSS'-o 

IV 

Kjf» 

DOSAGE  (total) 


page  2 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

(^Qr  fa  L 

RBC 

ACHe 

uM/ml /min 

B18, B55 

3.0 

HA  O 

/  /  <>Lo 

B18:  j  Cj$ 

855 :  ^3 

B19 

3.  5 

l  < 

if  r  c> 

1  l  5"0 

B20, B56 

4.  0 

V* 

i  ado 

/<2  2  o 

B20: 

B56:£5£ 

B21 

5.  0 

( 

)  I 

/  J*  olxi 

B21  :  ^ 

B22, B57 

8.  0 

1 . 

/  ^  a 

)  L/J  "D 

B22:  ^ 

B57 :  $ 

B23 

7.  0 

/ 

/J'cXO 

B23 :  :y 

B24 

8.  0 

» , 

/  6  J  o 

/  /C?Q 

B24:^ 

B25 

10.0 

‘( 

/R  cO-l> 

If  3  o 

B25 

B26 

12.  0 

» < 

3l  0^3  Ci 

B26:^ 

B27,  B58 

24.0 

c>?  3n 

O  Uo 

B27:R(^ 

B58  \f£, 

•*  JaMkit  ojmuf  231 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  j^oddostigntme 

Lietman 

_T  J_ 

F  M  L 

o  7 

PROTOCOL  JQAMD_17QS5rC-5 133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddrnrnrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott 1 e 
I.  D.  # 

S' 

»  OSoLO 

c>  S  s~ 

IV 

OA 

DOSAGE  (total) 

PHYSIOLOGIC  VARIABLES 


I •  3  ^  ref¬ 


Sample 

No. 

- r 

Scheduled 
T  ime 
(hours) 

Date 

ddrnrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

z - 

Actual 
Clock  Time 
(0-2400) 

- o — 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

0 

(  5' 

oS/r 

*72 

y:J  /r  3- 

V-.t. 

0.  8 

'  V 

oft  a  r 

o^r 

/ 

0.  16 

1 . 

<o>hJ>o 

.  .Q.S  Jo 

0.  25 

(  , 

cS  IT  

3  a" 

#r)- 

0.  33 

If 

Vo 

OS  Vo 

0.  42 

• ) 

osSs 

. 

0.  50 

h 

oS  ro 

OS  ST o 

*?u 

# 

C  /w 

0.  58 

o§r.$ 

OJi'S" 

0.  66 

S 

d  o 

0^  c>o 

0.  75 

•  l 

o^)nr 

oior 

*7j 

0.  83 

M 

O^/o 

0.  92 

J . 

/  5" 

1.0 

<  ( 

”>y 

► 

1.  33 

1, 

0^9.0 

1. 66 

! 

/  o  o  o 

/  6do 

*7? 

2.  0 

). 

/0.LO 

/  J  O 

#  CJD 

*4s  h? 

2.  5 

1. 

ill 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridnsrt  pprinp 

Lietman 

X  X 

F  M  L 

o  1 

PROTOCOL  _IVWp_ ll-_85 - C-  5 13  3-0  2 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  r at i on  ( 0-2400 ) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

5 

O  ^  c2  o 

IV 

hl/t 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

\  1  <3o 

3.  5 

<•  \ 

\  v  5“^ 

^  t  ro 

4.  0 

\  dio 

1  i-ao 

#  r 

b  Q 

* 

5.  0 

t. 

\l£  o 

6.  0 

#  Vo 

#  M 

7.  0 

8.  0 

l  o 

!Uo 

10.  0 

*» 

\ 

1  SJLO 

12.  0 

»• 

a'&io 

cOo 

24.  0 

#r7o 

*  Ni 

•oL 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostiffmne 

Lietman 

1.  —  _L 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
ist rat  ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

a 

o&  s  s 

Ci  %  S  -S’ 

PO 

rv)  A 

*  rV' 

ry  - 


<U--  *7.  <^ 

^^8  0  % 


DOSAGE  (total) 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID0D 

RBC 

ACHe 

uM/ml /min 

B28, B59 

0 

O  2  1  o 

o  9  \  o 

B28:^ 

B59  i  fQ  (  j  ^ 

B29, BSO 

0.  25 

i  . 

Orl  /  o 

O  c,  (o 

B29 : 

B60  ^ 

B30, BS1 

0.  50 

■■ 

o'li'T 

B30!C,43 

B61s  q.os 

B31, BS2 

0.  75 

_ 

831 !  1M 

B62: 

B32,  BS3 

1.0 

v , 

r 

832 !  ?.3i 

B63 : 

B33, BS4 

1 . 33 

- 

i  o  \  r 

1  o  »  r 

B33:^,^ 

B34, BS5 

1. 68 

(  . 

i  o]  r 

loir 

B34 

B65: 

B35,  BBS 

2.  0 

4  4 

i  o^r 

lorx 

B35:^,7^ 

B66: 

B3S 

2.  5 

1  < 

war 

\ur 

B3eiCfi3 

B37, BS7 

3.  0 

(  t 

1 1  5T 

wry 

B37!  13, $ 

B67:^3 

B38 

3.  5 

iaar 

1 2-xsr, 

B3B: 

B39, B68 

4.0 

4  \ 

usT 

iasy 

B38  >?•$ 

B68:  53 

B40 

5.  0 

wn" 

lur 

B40s5:^ 

B41 , BS9 

6.  0 

iw  rr 

i  w  rr 

84i!^ 

***'•?,  Sf 

B42 

7.  0 

>rrr 

/rrr 

842 ; >4.35 

B43 

8.  0 

4  , 

lb  S  5 

/4rr 

B43:^ 

B69A  \Cjt  CP- 

B44 

10.  0 

<  t 

IS  5-/ 

i  sr/' 

B44 

9-55 

¥  234 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyrn  dnst~igjgjnp 

Lietman 

_T  Jl 

F  M  L 

on 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

O  2 

Og  55 

r 

PO 

(V)  A 

DOSAGE  (total)  JMa 

PLASMA  CONCENTRATIONS 

page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

mg/m  c 

RBC 

ACHe 

uM/ml/min 

B45 

12.  0 

2o;r 

B45!* 

B46, B70 

24.  0 

0  S-  5  \ 

o£S  S' 

846 

B70 :  ^ 

*  JmMut1  OMaif  QiwAdxihCtiA  235 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyrlcbstiggdne 

Hetman 

X  T 

F  M  L 

on 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

ol 

oB  jrr 

PO 

A 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

0 

<  Q 

OS  /  CJ 

V/  If  9 

*  c  L 

0.  25 

♦  t 

o  ^  i  o 

O^/o 

*<o 

0.  50 

‘  » 

o 

*6o 

*Hziu 

*  o  L 

0.  75 

o°i  hz) 

Cj>  °i  o 

#5\f 

1.0 

O  °\  S  S 

1.  33 

t  < 

ioir 

loir 

1.  66 

A 

/  r 

i  rr 

2.  00 

M 

i  orX 

1  os  r 

#r?J 

"‘ys'/o 

2.  5 

ii  or 

I  ur 

3.0 

1  < 

1(5T 

urr 

*  Of 

3.  5 

1  » 

\iAr 

4.  0 

»  1 

i  a  s  jr 

iarr 

#  ^ 

5.  0 

t  f 

13  rr 

6.  0 

1  s 

)HSf 

i<jrf 

•"I# 

#£0/</J; 

7.  0 

isror 

'sr.f 

8.  0 

, 

/  tro 

r- 

;6 r  r 

10.  0 

tSTf 

1  zff 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostignLne 

Lietman 

-T-.  _r 

F  M  L 

o 1 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

oa 

OS'S  S' 

PO 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

0  d 

3-o S  5' 

24.  0 

OfS~S~ 

os  r  r 

#0\> 

0 

237 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostipjnine 

Hetman 

X  z.  IT 

F  M  L 

on 

PROTOCOL  DAMD  17-85-C-5I33-02 

CHEMISTRY 

Laboratory  53 


Screen  Predrug  Study 


TEST: NORMAL 

CQJJ&vjjar 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmrnmyy 

ddmmmyy 

NA: 135-148  MEQ/L 

\MZ 

\ui\ 

\l\h 

K : 3. 5—5. 0  MEQ/L 

3  3 

CL: 96— 109  MEQ/L 

i  d3 

/o*f 

I/O 

C0£ : £4—30  MEQ/L 

on 

Q3 

25 

SUN : l£-£5  MG/DL 

1  o 

IX 

3 

CREAT:0. 4-1.  5  MG/DL 

1  •  o 

)•/ 

GLU: 70— 1 15  MG/DL 

nn 

F] 

<23 

T.  BILI : 0.  3-1.  £MG/DL 

<3.  s 

t/1 

1  ,  O 

D. BILI :0.  1-0.  4MG/DL 

o  .3 

O.) 

Q  •  / 

CA: 9. 0-11.0  MG/DL 

°\  s 

<?  S 

5  ^ 

P04:3.  0-4.  5  MG/DL 

33 

ks 

Hi 

URIC  A: 4. £—8. 8MG/DL 

Q-r 

Li 

roV) 

T.  PROT : 6. 0-8. 5G/DL 

n  2. 

1.1 

ALB.  :3.  £-5.  3  G/DL 

S',  o 

V? 

4.  3 

AST: 0-35  IU/L 

o. 

14 

13 

ALT: 0-30  IU/L 

i  2 

)! 

ALK  PHOS : 0—95  IU/L 

Hi 

3  D 

CHOL: 151-268  MG/DL 

/Si 

LDH: 0-200  IU/L 

1  SI 

••v 

1  33 

1 

CPK : 0—160  U/L (male) 

50  0 

3  ■»  2 

/  5  ^ 

m 

238 


page  19qof  15 


INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

T  -  r 

F  M  L 

o"7 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMIBTRY  VALUES  ^  ,,  u 

Laboratory 


Screen  Predrug 


TEST: NORMAL 

ddmmmyy 

ddmmmyy 

fe3»*!3 

ddmmmyy 

ddmmmyy 

ddmmmyy 

NA: 135-140  MEQ/L 

\b) 

K  :  3.  5-5.  0  MEQ/L 

L i.l 

CL: 96- 109  MEQ/L 

/03- 

C02: 24-30  MEQ/L 

a  7 

SUN: 12-25  MG/DL 

1 3 

CREAT:0. 4-1. 5  MG/DL 

U 

GLU:70— 1 15  MG/DL 

go 

T. DILI :0. 3-1. 2MG/DL 

o.^ 

D. BILI : 0. 1-0. 4MG/DL 

o.  I 

CA:9. 0-11.0  MG/DL 

9.3 

P04:3.  0-4.5  MG/DL 

URIC  A:4. £-0. 0MG/DL 

** 

T.  PROT :  6.  0-0.  5G/DL 

6-C 

ALB. : 3. 2-5. 3  G/DL 

AST : 0—35  IU/L 

ALT: 0-30  IU/L 

3G>  .. 

ALK  PHOS : 0—95  IU/L 

3E 

CHOL: 151-260  MG/DL 

ns 

LDH: 0-200  IU/L 

CPK : 0-160  U/L (male) 

(1C 

St  udy 
Date 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

rT  __  r 

F  M  L 

°1 

PROTOCOL  ^AMD  1 7—85— C— 5 1 33— 02 

HEMATOLOGY  VALUES  .  .  v,  .  -x 

Laboratory  A V <;^>k— 1 


Screen  Predrug  Study 


TEST  NORMAL 

ddrnmmyy 

£>S_±fLr±Q 

ddrnmrnyy 

ddrnmrnyy 

ddrnmmyy 

> 

ddrnmrnyy 

Hgb 

13.  9-16.  3 

)H.  °) 

/4.  5 

13-7 

l  2.  j 

PCV 

A 1. 0-53.  0 

M 3.2. 

■‘10. a 

34  S 

Pit 

150-350 

aaT 

19  7 

2^3 

RBC 

A. 50-5. 90 

4.9  r 

4,79 

4. 7 3 

4  .43 

NBC 

A500-1 1000 

5*4  Do 

£  vio  U 

5*4  6  o 

Bands 

£-6% 

? 

1  o 

i  4 

n 

Polys 

31-76% 

G  1 

SL1 

Eos 

1-4% 

0> 

o 

i 

2 

Bas 

1 

(9 

Cj 

o 

Lymphs 

£4-44% 

Q.  1 

3  £ 

22 

3  O 

Atyp  Lym 

o 

2 

o 

o 

Monos 

£-1  1% 

•3> 

l  ^ 

X  . 

7 

Other 

o 

o 

o 

O 

Ret ics 

0.  5-1.5% 

fO  P 

1.4 

M 

/•* 

240 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

r  _r 

F  M  L 

on 

PROTOCOL  DAMD  17-85-C-5133-02 

URINAL Y8I8  VALUES 


Laboratory  (\  ,>Wv\  t  Vl  c-^W.x 


C kwuyJ 


n 


Screen  Predrug 


TEST  NORMAL 

ddmmmyy 

ddmmrnyy 

932.m± 

ddmmrnyy 

ddmmrnyy 

ddmmrnyy 

Color /ftp 

cSbio-'-s 

c£Wr 

Sp.  Gr. 

oic, 

u 

1  ,  ( 

\co3 

pH 

£  O 

3  o 

G  o 

G  *  o 

Protein 

Ketones 

a 

ft 

6 

Occ  Bid 

O 

■Or 

6 

6 

.  .  'X  -cy' 

Bi  1  i . 

o 

■  $ 

ft 

-Wife 

RBC 

0 

o  - 

o 

0 

o 

(!) 

O 

WBC 

O 

o 

O 

*T_? 

Casts 

o 

o 

o 

o 

Epi.  Cel 

c 

o 

o 

Crystals 

o 

o 

cD 

0 

Bacter ia 

o 

o 

o 

o 

St  udy 
Date 


ELECTROCARD I 08RAM 


Date 

ddmmmyy 

NORMAL 

cheek 

ABNORMAL 

check 

Describe  abnormal  it ies 

/ 

Or)~\A''J  vt 

y 

I  O  'rT, 

✓ 

■*4 1  -TV.  <.V 0  'to*-  ^5  — 

241 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  ringH gmin^ 

Hetman 

31  __  h: 

F  M  L 

on 

PROTOCOL  OAMD  17-85-C-5133-02 

ADVERSE  EXPERIENCES 

check  if  none  occurred 


ADVERSE 

EVENT 

ONSET 

(Date/T ime) 

CESSATION 
Date/T  irne 

SEVERITY 

(Check) 

REL’N  TO 
TEST  DRUG 

ACTION 

(Check) 

# 

□ 

□ 

□ 

dd  mmrn  yy 

dd  rnrnrn  yy 

Mi  Id 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

<0— £400) 

<0— £400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

# 

□ 

□ 

□ 

dd  rnmm  yy 

dd  mmrn  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

<0— £400) 

<0— £400) 

Mod 

POSS. 

T  reat  merit 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

COMMENTS  (Indicate  #  and  event) 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

_Q  Ji  ^ 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmmrnyy 

Procedures 

— 

Screening  laborat ory 

— 

History,  Physical  Exam 

0 

OSlfrtifr 

Admission 

5 

fo. 

S' 

OcurrP>tt' 

I  cert  1 f y  that : 


1)  I  have  carefully  examined  all  entries  on  the  data  collection 
forms,  consisting  of _ l_XL_  pages,  Tor  subject  #  /OX _ . 


2)  All  information  entered  onto  the  data  collection  forms 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


dd/mmm/yy 


for 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PycUbstismse 

Hetman 

.£>  H  ^ 

F  M  L 

0£ 

PROTOCOL  M®.  12-S1-C-5133-02 

Date  of  evaluat  ion 

dd  mmrn  yy 


MEDICAL  HISTORY 

Examiner 


Date  ef  birth 

Age 

Sex 

Race 


)_0  / /  S_0 

dd  mmrn  yy 

_3-Lyrs 

J2l_ 

_L-1 


print  name 


No  Yes  Comments 


A1 lergy 

Tobacco  Use 

Alcohol  Use 

s 

^  \ C 

Recreational  Drug  Use 

Medications  past  £  weeks 

Experimental  Drug  Exposure 

1/ 

^Ho 

Blood  or  plasma  donor 

S 

Prior  Surgery 

4/ 

t inn  (£> 

l  ^  ^  ^  Qt>  - — 

Eye,  ear,  nose,  throat 

s' 

Endocr ine (diabetes, thyroid) 

S 

C-V  (heart  murmur, HBP) 

iS 

Pulmonary  (cough, asthma) 

S' 

Hepat it  is, gastro-intest inal 

s' 

Genito-ur inary 

s' 

Musculoskeletal 

s' 

Neuropsychiatric 

s 

Pest icide /herbicide  use 

s 

Other 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  P^ncbatLigpiue 

Hetman 

O  M.  00 

F  M  L 

0  2 

protocol  mUZd35r£z5133-02 

PHYSICAL  EXAMINATION 

Date  £.4/ 

dd  rnmrn  yy 


Temperat  ure 

Pulse 

Respir 

Blood 

Pressure 

Height 

( cm  > 

Wt.  (kg) 

A  IL_S  C 

_  G  ^//rnin 

5  5/rn  1  n 

)  2. 

1  n 

S.  © 

1  5. 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormal i t ies 

Head/Neck 

EENT 

Chest, lungs 

— 

Heart 

y 

Abdomen 

y 

Genital ia 

K) 

Rectal 

|J> 

Extremit ies 

y 

Skin 

1/ 

rr'VSLf^  V\  ^ 

\\  v  c  V  5 

Neurologic 

C/ 

CHEST  X-RAY 

Date  <2>2y3flvJ/S4 


NORMAL 

X 

ABNORMAL 

Descri be  abnormal i t i es : 

Examiner 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

ii 

F  M  L 

oS 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  adrnin- 
istrat ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

s 

o  8/1 

IV 

^  '^vvV^-  *  1*  ~  L'‘2’  ~  **  1S  ^  DOSAGE  (total)  _ 

'-SO.  L\2  OS  O 

PLASMA  CONCENTRATIONS 

l  fl  \  \  )  . —  L. 


? 


Sample 

No. 

Schedule 
T  ime 
(hours) 

- <3 - 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

m/mc 

RBC 

ACHe 

uM/ml  /rniri 

B01, B47 

0 

o*7 

otil 

B01 : 

6471 VA/to 

B02 

0.  08 

,  * 

c>&\ 8 

cD  &  >  ^ 

802 '9. 6? 

B03 

0.  16 

C  . 

osa.3 

B03ga? 

B04, B48 

0.  25 

U 

cd 

8041 /£ 9 

B487^.3/ 

B05 

0.  33 

O?]  3 

oz?  3 

BOS!/4,5 

B06 

0.  42 

<  * 

o<ki  2 

os  3S 

B06:  /JJ 

B07, B49 

0.  50 

i » 

o£^3 

B07 :  //,  ^ 

•  a 

* 

ill 

BOS 

0.  58 

f  i 

og  -V  S 

o£  ^ 

bos--  m,x 

B09 

0.  66 

n 

o  <ZS3 

B°9  =  ?,# 

BIO,  B50 

0.  75 

h 

dDS,  5"  2 

o£-S*  g 

B507^3 

Bll 

0.  83 

iv 

O  °7  c>3 

P<1o3 

B12 

0.  92 

- 

o  1  c% 

C>°lDr 

BI2‘4.34 

B13, B51 

1.0 

/ 

011  3 

0^/1 

Bl3,3.SI 

BS1  s/0.!5 

B14, B52 

1.  33 

0=13.1 

el  n 

B14s337 

B52://5<£ 

B15, B53 

1.  66 

cd°i  r  3 

O  ^JTj 

B15:^,^ 

B5^i : 

BIB, B54 

2.  0 

i  o\i 

1  x  i  3 

B16:  ^ 

B54:/2./C> 

B17 

2.  5 

1. 

i  0^3 

/o  H  3 

B17:  Ifi0! 

page  5  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

O  _i± 

F  M  L 

oc* 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

s 

_ _ _ 

M  3 

IV 

bJ  £) 

DOSAGE  (total)  _ 


PLASMA  CONCENTRATIONS 

page  2 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

UQ-int- 

RBC 

ACHe 

uM/ml /mi n 

BIB, B55 

3.  0 

I  \  \3 

mi 

B18:  ^ 

855 

B19 

3.  5 

i  < 

im 

DM  3 

B19:  ^ 

B20, B56 

4.  0 

'  \ 

UO 

Ui3 

B20 

B21 

5.  0 

V  , 

/  3 

1317 

B21  tJjtr 

B22, B57 

6.  0 

s 

1  li  1  3 

i  h  a 

B22:^ 

B57‘7^5^ 

B23 

7.  0 

1  v 

i  5*7  3 

\S~)3 

B23 : 

B24 

8.  0 

1  l 

)  L  / 1 

)(*  i  7 

B24:  ^ 

B25 

10.0 

M 

1  ?)2 

)&/  7 

B25:  ^ 

B26 

12.0 

\\ 

o \jlj  i  3 

oL<3>  )  3 

B26:  £ 

B27, BS8 

24.  0 

1 O73A0J& 

oy,  3 

aS/3 

B27:^. 

B58!/2^ 

4  Urtibus'  OS^cu^  s 247 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  HnsH  grrri  np 

Lietman 

C2  hi  ±2 

F  M  L 

& 

PROTOCOL  JQAMD_17QB5-C-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmrnrnyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin- 
i st  rat i on  <  0-2400 ) 

Route 

Bat  tie 
I.  D.  # 

s 

o  s/3 

o  5  V  3 

IV 

ro  A 

DOSAGE  (total) 

PHYSIOLOGIC  VARIABLES 


j_35, 


Sample 

No. 

_  _ u. _ 

Scheduled 
T  i  me 
(hours) 

•T - >  ■  ~ 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

^  g 

Act  uar 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

■  ■**.  - 

—  A - 

Hahd 

Grip 

L/R 

Coord 

Test 

0 

C>cl3 

o  o  o 

* 

*n b 

*.  t. 

0.  8 

<  t 

o8\  8 

o  S'/S" 

0.  16 

o  3 

0.  £5 

t 

2 

o  S 

*  OS' 

0.  33 

*  t 

ogS3 

&  £3  3 

0.  42 

«  * 

ogig 

08 2  # 

0.  50 

** 

ogv3 

CSV  3 

*2  2 

"*?/s 

*  ok 

0.  58 

»  ■ 

o  &  V& 

o 

0.  66 

- 

oP-Ti 

O 

0.  75 

n 

o  Jf 

*  W 

0.  83 

»* 

d>  7 o3 

Ho  J 

0.  9£ 

•  i 

o7or 

1.  0 

i  * 

o  9/3 

o  9/  J 

*  no 

•■*A? 

1. 33 

•  i 

09  JJ 

£>93  3 

*  7  s? 

1.66 

( * 

cOH  S3 

o0)  y  -? 

#7o 

£.  0 

*  • 

10  1 3 

f  °  >  3 

*6^ 

Vfe 

£.  5 

4 

i  o  *i  3 

i  oh  3 

248 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

Q  J± 

F  M  L 

O? 

PROTOCOL  ll-_85-C- 5 133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

S' 

.  CO  \  1 

O?1/  3 

IV 

to  A 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

\l  \  1 

1113 

#r?V 

3.  5 

( \ 

\  t  Li  3 

1 

4.  0 

*  i 

i  a\3 

12)1 

*  £4 

# 

IV/  ^ 

5.  0 

t  i 

n 

i  3  O 

6.  0 

'■  \ 

i  hi  i 

#£7 

#N^ 

7.  0 

i  « 

isn 

i  S 1 3 

6.  0 

*  < 

it >13 

I  6  /  J 

10.  0 

0 

I  ?J  3 

i  SV? 

12.  0 

1. 

o )  3 

^.O)  1 

24.  0 

o£)3 

oS/.? 

*  '  h 

o  h  _ 

249 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

£>  K  u 

F  M  L 

o  X 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddrnmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

<^lK_S  s 

S  2 

PO 

(NJ 

— f  l _  ~V  ci-ti  *  / .  (a  SIM 

( y  £  cr  .  ,  0  DOSAGE  (total) 

s  '  s  •  1  E 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddrnmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

(JG/hl 

RBC 

ACHe 

uM/rnl  /m  i  n 

B£8, B59 

0 

06 

3” 

o?or 

B28: 

B5B‘/?.0 

B29,  B60 

0.  25 

* 

0^7/3 

of/  ? 

B29: 

BS0‘ /  3.  #> 

B30, B61 

0.  50 

o^us 

o 

B30  i%.a\ 

B61* 

B31, B62 

0.  75 

1  X 

cm/ 

B31*4.4f 

B6£  •• 

B32,  B63 

1.  0 

O  ^  J 

©W 

B3£:^/^ 

B63s/J?'^ 

B33, B64 

1. 33 

/ . 

/  o/£ 

B33li7l 

B647^? 

B34, B65 

1.  66 

/ , 

)  O  Isf 

/03^ 

B34! 

B65 :  /AO?* 

B35, B66 

2.  0 

(. 

/°-B 

B35:  ft(Q 

B66 :  fo.  Cj5 

B36 

2.  5 

/  < 

l/a? 

HAS 

B3  6:?J5 

B37, B67 

3.  0 

•  t 

)  i  r  £ 

nrz 

B37:/^ 

BB7‘/C.o4 

B3B 

3.  5 

IASI? 

B38:^J0 

B39,  B88 

4.  0 

?a-ri 

r3.yj> 

B39,?-?4 

B  68:/0./^ 

B40 

5.  0 

1, 

1 1  rS’ 

/JjrJf 

B40:f  ^ 

B41, B89 

6.  0 

«•  s 

MS* 

 ,-'trg 

B41*3.a^ 

***-• /a- ijl 

B42 

7.  O 

*  1 

i  z  Q  r 

i  rr* 

B4et5.P7 

B43 

8.  0 

•  • 

ia  r* 

B43:  /.&) 

B69A 

BAA 

10.  0 

1* 

■  LUJ— 

1  $ 

B44: 

lj.00 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  Pyridc^tignilne 

Lietman 

/O  H  OJ 

F  M~  L 

o? 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

X 

og-S  £ 

o?J“£ 

PO 

A 

DOSAGE  (total) 


page  2 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

msVa/l 

RBC 

ACHe 

uM/rnl  /mi  n 

B45 

12.  0 

DG 

<2  cS  ? 

&L  O.T  i 

B45:  ^ 

B46, B70 

24.  0 

nzsx 

B46:  -3F 

B70t/£63 

r-. 

ihtj 

OdLAin 

wudiitdU— 

251 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pxridostiggnne 

Lietman 

_C?  J.1. 

F  M  L 

c£ 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

2- 

o 

PO 

Vo  A 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 
Gr  i  p 
L/R 

Coord 

Test 

0 

Ot'W->S 

=  £>  3 

#  .  i 

2 

*ci 

0.  25 

( { 

ocv  3 

A- 

0.  50 

\ 

o  5J1 

*9  9' 

%Ay 

# 

C  C 

0.  75 

( , 

^>99? 

*os- 

1.  0 

/ „ 

*37/y:' 

1. 33 

i  o ;  2 

*  n  l 

1.  ££ 

1  < 

/*3S 

*9  2. 

2.  00 

L 

yu  5'J 

*bLf 

*j.7 hi 

2.  5 

/  ‘ 

./AY*- 

3.0 

4^-Jy- 

*  94 

3.  5 

A 

a  o.g 

4.  0 

h 

} 

*?£ 

*34/ 

5.  0 

i 

I3S% 

£.  0 

t  % 

m-f 

*  S>o 

'll, h? 

7.  0 

( 

+Hs4Qt 

8.  0 

1 , 

10.  0 

t 

i  fA 

252 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

_G  Ji  td 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bottle 
I.  D.  # 

2- 

osry 

PO 

tJ  A 

DOSAGE  (total) 


PHY8I0L0GIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

0  L 

Got  x 

#  KJT> 

24.  0 

os  y'z 

osy  & 

#KlO 

253 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

OH  iJ 

F  M  L 

og 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMISTRY  VALUES  ..  ,  ; I  .  I 

Laboratory  r^wWv--^  ^  \ yox^M1^ 


Screen  Predrug  Study 


TEST: NORMAL 

Si&f&ST 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

NA: 135-148  MEQ/L 

t?  r 

)iy 

K:3. 5-5. 0  MEQ/L 

5”.  cj 

H  °i 

.J^n 

CL: 96-1 09  MEQ/L 

;  c>$ 

i  o<i 

1  (3^ 

C02: 24-30  MEQ/L 

as 

•3  .o 

SUN: 12-25  MG/DL 

/  O 

CREAT:0. 4-1. 5  MG/DL 

o  °j 

o 

C  .3 

GLU:70-1 15  MG/DL 

3  3 

/  o2 

n3 

T. BILI :0. 3-1. 2MG/DL 

c5>-  l! 

o ,  i" 

O.S 

D. BILI :0. 1-0. 4MG/DL 

G  O 

O  .  / 

o.  o 

CA :  9.  0-11.0  MG/DL 

3  °i 

io.2 

33 

P04:3. 0-4.5  MG/DL 

(n! 

4  / 

4  3 

URIC  A:4. 2-8. 8MG/DL 

<*n 

sn 

T.  PROT :  6.  0-8.  5G/DL 

n  / 

"7-3 

ALB. :3. 2-5. 3  G/DL 

4  2 

S  ■  o 

• 

>T.  c> 

AST: 0-35  IU/L 

2.  3 

i  5" 

\n 

ALT: 0-30  IU/L 

/  7 

i  S”" 

\2 

ALK  PHOS : 0—95  IU/L 

S4 

^  s 

H°i 

CHOL: 151-268  MG/DL 

N  £ 

-Nj 

K> 

LDH: 0-200  IU/L 

a  o-o 

i  3  1 

II? 

CPK : 0—160  U/L (male) 

H  "D 

4/ 

6/ 

254 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigiine 

LieCman 

O'  H  Lo 

F  M  L 

o? 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMISTRY  VAL 

Laboratory  _ 


Screen  Predrug  Study 


TEST  s  NORMAL 

Nl  f\ 

NJ  ft 

/o  8b 

ddmmmyy 

ddmrnrnyy 

ddrnmmyy 

ddmrnrnyy 

ddmrnrnyy 

NA: 135-146  MEQ/L 

)ttL\ 

K  s  3.  5-5. 0  MEQ/L 

4.4 

CL: 96- 109  MEQ/L 

/or 

COE: 24-30  MEQ/L 

SUN: 12-25  MG/DL 

CREAT : 0. 4-1. 5  MG/DL 

1  o 

GLU : 70-1 1 5  MG/DL 

?s 

T. DILI : 0. 3-1. 2MG/DL 

0.7 

D. BILI : 0. 1-0. 4MG/DL 

O 

CA : 9- 0-11. 0  MG/DL 

P04 : 3- 0—4.  5  MG/DL 

4.  o 

URIC  A:4. 2-6. 6MG/DL 

b-  (o 

T.  PR0T:£.  0-8.  5G/DL 

6  <5 

ALB.  :  3.  2-5.  3  G/DL 

AST: 0-35  IU/L 

)3 

ALT : 0—30  IU/L 

)/ 

ALK  PHOS : 0-95  IU/L 

Si 

CHOL: 151-268  MG/DL 

&  IS 

LDH: 0-200  IU/L 

j  1  b 

CPK : 0—160  U/L (male) 

£>  6 

255 


page  13  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

C>  H  oJ 

F  M  L 

o? 

P^qjqqqi_  DAMD  1 7-85-C-5 1 33-02 

HEMATOLOGY  VAL 

Laboratory 


Screen  Predrug  Study 


TEST  NORMAL 

ddrnrnmyy 

301^ 

ddmmrnyy 

QlJbbJl 

ddrnrnmyy 

ddrnrnmyy 

ddmmrnyy 

Hgb 

13.  9-16.  3 

15  o 

IS  ^ 

\  S',  0 

13-2 

PCV 

41. 0-53.  0 

4  3  / 

Lfl.l 

Vo?./ 

9o.  1 

Pit 

150-350 

373 

2  4  ? 

av  c 

3l>) 

RBC 

4- 50—5. 90 

Ji.  49 

47^ 

^■32. 

WBC 

4500-1 1000 

9  4  do 

c)5  OO 

90  0o 

O 

O 

0 

Bands 

£-6S 

/  o 

9 

9 

9 

Polys 

31-76* 

6? 

5-9 

95' 

Eos 

1-4* 

V 

/ 

9 

5 

Bas 

/ 

o 

0 

0 

Lymphs 

24-44* 

Z 

/V 

(3  3 

1*7 

Atyp  Lyrn 

b 

/ 

0 

<o> 

Monos 

2-11* 

3 

4; 

£ 

O 

Other 

c> 

0 

o 

O 

Ret lcs 

0.  5-1. 5 * 

9  0 

J. 

/•  0 

A  0 

256 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pytidostigpdne 

Lietman 

C?  H  (yu 

F  M  L 

O  [’ 

PROTOCOL  DAHD  17-85-C-5133-02 

URINAL Y8Z8 

Laboratory 


t yfj 


i^' 


Screen  Predrug 


TEST  NORMAL 

ddrnrnmyy 

c>52 

ddrnrnmyy 

ddrnrnmyy 

ddrnrnmyy 

ddrnrnmyy 

Color/ftp 

\1  IV' 

C\ 

S  p .  G  r  • 

V  c>v^ 

u 

\  •  03  1 

0 

3  -  oQT 

Vo^o 

pH 

&  s 

6.  o 

G.  ^ 

7,0 

Protein 

*v — °-r\/ 

— C-< 

Ketones 

— — 0 

‘“V'-G-e 

Occ  Bid 

<5 

£ 

<3 

Bi  1  i . 

- £- 

i 

6 

RBC 

""o'” 

o 

O 

o 

rs 

& 

WBC 

o 

o 

*0 

o 

Casts 

o 

O 

o 

Epi.  Cel 

0 

O 

o> 

o 

Crystals 

o 

p 

o 

o 

Bacteria 

o 

D 

o 

o 

St  udy 
Dat  e 


ELECTROCARD I OQRAM 


Date 

ddrnrnmyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormal it ies 

/ 

/ 

1  0  AamU 

/ 

^yn-Afiuyvf  Sf~ 

CtMtiP  djJJo/i*mS 

151 _ 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  flnsH  grrrin^ 

Lietman 

£2>  K  vj 

F  M  L 

o2 

protocol  DAMD  17-85-C-5133-02 

ADVERBE  EXPERIENCES 


check  if  none  occurred 


ADVERSE 

ONSET 

CESSATION 

SEVERITY 

REL’N  TO 

ACTION 

EVENT 

(Date/T ime) 

Date/T ime 

(Check) 

TEST  DRUG 

(Check) 

# 

□ 

□ 

□ 

dd  mrnm  yy 

dd  rnmrn  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-£400) 

(0— £400) 

Mod 

POSS. 

Treat  rnent 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

# 

□ 

□ 

□ 

dd  mrnm  yy 

dd  mrnm  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-£400) 

(0-E400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

COMMENTS  (Indicate  #  and  event) 
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INVESTIGATOR’ S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostipnLne 

Lietman 

3~  R  <5 

F  M  L 

0cf 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmrnmyy 

Procedures 

— 

Screening  laboratory 

lL>Vec 

History,  Physical  Exam 

0 

OO^rnM^ 

Admission 

a 

f!o. 

10  J 

^  v'. 

I  cert  1 f y  that : 


1)  I  have  carefully  examined  _al 1  entries  on  the  data  collection 
forms,  consisting  of _ _ pages,  for  subject  _ - 


£)  Oil  information  entered  onto  the  data  collection  forms 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


dd/mmm/yy 


for 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PxcLsbstigPine 

Lietman 

CT/2  -5 

F  M  L 

*9 

PROTOCOL  ^©.12-85.-0-5133-02 

Date  of 


Date  of 


MEDICAL  HISTORY 

evaluat ion  A(o/Vec/$5  Examiner 

dd  mrnrn  yy 

birth  &5/  ^3-  /  Plf 

dd  mrnrn  yy 


j). 

print  nanre 


Age 

Sex 

Race 


_^_yrs 

/N 

b__ 


No  Yes  Comments 


Allergy 

•/ 

Tobacco  Use 

X 

/  -fpddz  pLu  cico-j 

Alcohol  Use 

l/ 

J2.  CAjYO  btk  b  ( t r. *  cueel&M 

Recreational  Drug  Use 

(/ 

(11  City  UM  1  ufiuctLi/wcxti^ 

Medications  past  2  weeks 

1/ 

0  C 

Experimental  Drug  Exposure 

X 

tdjQt  10 1,1  (K5 

Blood  or  plasma  donor 

i/ 

tdxit  IQ$3 

Prior  Surgery 

X 

Eye,  ear,  nose,  throat 

X 

Endocrine (diabetes,  thyroid) 

X 

C-V  (heart  murmur, HBP) 

X 

Pulmonary  (cough, asthma) 

X 

Hepat it  is, gastro-intest inal 

1/ 

Genito-ur inary 

(/ 

Musculoskeletal 

(/■ 

Neuropsych i^tric 

X 

Pest icide /herbicide  use 

X 

t/U2i  JLttVirrwndTln  ViSif  ^rnoi>  ^ 

J)k>  p&£,  do  /nSecfi?jd(  Coy,  ■ 

Other 

/ 

J 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PycifibStigpiDe 

Lietman 

Sl  £L  Sl 

F  M  L 

ocj 

protocol  D&lILlZ-85r£z5133-02 

PHYSICAL  EXAMINATION 

Date  / & 5 

dd  rnmrn  yy 


Temperat ure 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt.  (kg) 

C 

-  n 

_/  ^J/rnin 

/  /  7  ? 

^6?  .3 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormalities 

Head/Neck 

EENT 

fid,  lum^cl  ££Cr&o!''tX!>  (0,  peAhi-n, phxx^nA  faj.vCtent>f7i'n, 

nuia  fjtrtfl'Vifu ,  pupm.itta.tUn  ot  guma  ' 

Chest, lungs 

1/ 

Heart 

cX 

Abdomen 

Genital ia 

A> 

D 

Rectal 

/ 

'P 

Extremi t ies 

Skin 

SCtUX)  Sip  ujux.v<xvm.y  U^J  (iV)Lcnui.'o  t^uA,y  fc&ihea-ct, 

frcrn  Mv4  /9T-9  *  ...... 

Neurologic 

i/ 

Le/rt  KflruiiiL 

CHEST  X-RAY 

Date  2B_/do/_/  tfp 


NORMAL 

\y 

ABNORMAL 

Small  taJLttfpSA 

Descri be  abnormal  it ies: 


Small  €&c/i  <zfxx^ 


Examiner 


.j3^'  It-  JEL  _  +.  im¬ 

print  name 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

X  &.  X 

F  M  L 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin- 
i  st  r at  i  ori  ( 0-2400 ) 

End  drug  admin¬ 
istration  (0-S400) 

Route 

Bott le 
I.  D.  # 

fT 

lo  Jfid  8<o 

0Q4d 

1005 

IV 

m-uiq  " fas+ez  4ho.n5Chedid.ed~  /  -2 

-]Z  Zc  f**f  DOSAGE  (total)  ••  'Wimift  . 

.USb*i  uutuJJjf  *Li»  vm  Xnu&d*ui». 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOI 

RBC 

ACHe 

uM/ml /min 

B01, B47 

0 

to  \J(\yJ  ffc 

o94o 

094-0 

B01 !  A It. 

B02 

0.  08 

/' 

0145 

0945 

B02:4tf 

B03 

0.  16 

/( 

gQ5o 

Cl5o 

BC.3-.frfS 

B04, B4B 

0.  £5 

n 

0455 

0  455 

B04: 

B4S  ijlHS 

B05 

0.  33 

n 

jooo 

1000 

BOS  tJ5 .9 

BOB 

0.  4£ 

ii 

1005  

I00S 

b°b  lj%.3 

B07, B49 

0.  50 

n 

to  1C 

ID  ID 

607:^03 

B49 :  CJ,  JO 

BO  8 

0.  58 

n 

10/6 

. 1.0  l<b 

808  !/4. 0 

B09 

0.  SB 

a 

. .  1i)9o .. 

503.0 

B°B,<]2\ 

BIO,  B50 

0.  75 

n 

1035 

1095 

B50 :  Cj.  5'} 

Bll 

0.  63 

1 1 

I03o 

Jo3o 

811tM£? 

BIS 

0.  92 

ii 

1055 

1055 

8121  ckSal 

B13, B51 

1.0 

if 

tc4c 

/o4o 

813lU* 

B51:  io>  $4 

B14, B52 

1.  33 

H 

III 00 

.....  1/00 

B1Mc4 

B52:  to. 51 

B15, B53 

1.  66 

h 

/1 9.0 

i/9o 

BIS’ I  V 

B53:  n,Q5 

BIB, B54 

2.  0 

h 

H4c. 

/HO 

BIB: 

B54:  fj.0 

B17 

£.5 

a 

17.10 

/Jjo 

B17  tfal 

262  A/A  r</r\fftAMtf\ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyndostigjmne 

Lietman 

T.  £-  i. 

F  M  L 

°rl 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

Lli 

0^40 

LQ&5 

IV 

DOSAGE  (total) 


/L33_rm£.l 


PLASMA  CONCENTRATIONS 

page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CPYRID03 

A lofno 

RBC 

ACHe 

uM/ml /min 

BIB, B55 

3.  0 

ic  Me 6 

lS4o 

r£4o 

BIB:  ^ 

B55:  id.  04 

B19 

3.  5 

a 

i3id 

/3>/o 

B19:  + 

B20, B56 

4.  0 

n 

iMj). 

1340 

B20: 

B56t /P.5'7 

B21 

5.  0 

ii 

1440 

1440 

B21,^ 

B22, B57 

&.  0 

li 

/54o 

1546 

B22: 

B57:/3,  \% 

B23 

7.  0 

11 

Uo40 

Jb4o 

B23 : 

B24 

a.  o 

If 

1440 

—LZk 

B24 :  ^ 

B25 

10.  0 

it 

mo 

l'44o 

B25:^ 

B26 

12.  0 

h 

A/40 

Mo 

B26:  y 

B27, B58 

24.  0 

UJMfllo 

0440 

0440 

B27 :  y 

B5S  ''llM 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  J^nidoatigmine 

Lietman 

F  M  L 

c4} 

PROTOCOL  JQAMD_17Qa3-C-5133-02 

NED I OPTION  RECORD 


STUDY : I V  PYR I DOST I GM I NE 


St  udy 
Day 

Date 

ddrnmrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

5 

foJVW  fib 

044i> 

iO  05 

IV 

o/> 

DOSAGE  (total)  _ ‘ 

PHYSIOLOGIC  VPRIPBLE8 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

cr\r-  '  \ 

Pulse 

Rate 

bpm 

Hand 

Grip 

V/ 

& - 1 

Coord 

Test 

0 

10  JM  $c 

044c 

0440 

*2o 

*^ 

0-  8 

0 

0445  ^ 

0445 

— 

0.  16 

i  i 

C95c 

dQSj 

0.  25 

1 1 

0455 

0455 

0  • 

(1 

/OOO 

/GOO 

0.  42 

1! 

1005 

/o05 

0.  50 

ii 

to  10 

lO/o 

*4b 

* 

0.  58 

H 

ioi5 

to  lb 

0.  66 

ii 

/o2o 

1020 

0.  75 

ii 

1025 

/o25 

«(o0 

0.  83 

i 

/p  3  o 

/o3o 

0.  92 

H 

/oiS 

/o5S 

1.0 

11 

m4o  

/c4-o 

*6  0 

1 . 33 

b 

i/oo 

fioO 

*63 

1. 66 

H 

Ii  30 

HOC 

«8o 

2.  0 

n 

1/40 

H  4-0 

*4$ 

2.  5 

it 

LM 

l>io 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

Cf  £  5 

F  M  L 

Of 

PROTOCOL  DAMD  17-85-C-5I33-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

£ 

ioJp,n  3b 

0440 

loo  5 

IV 

A>lfr 

DOSAGE  (total)  _ 


PHYSIOLOGIC  VARIABLES 

page  £ 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 
Gr  i  p 

L/R 

K&- 

Coord 

Test 

3.  0 

Id  & 

i£4o 

iMo 

*43- 

3.  5 

•  li 

Ibio 

/3/a 

4.  0 

ii 

1 3+o 

Mo 

*s4sn 

5.  0 

1/ 

1 4-4-0 

Mo 

6.  0 

it 

/f> 4b 

1640 

*n 

7.  0 

II 

11*40 

lb4o 

8.  0 

ff 

\7AQ 

)?4o 

10-  0 

a 

\Q4o 

144c 

12.  0 

U 

-3/4o 

Mo 

24.  0 

uJhio  & 

f)Q4o 

IMG 

lik 

*  QA- 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostippine 

Lietman 

J~  s 

F  M  L 

oc/ 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (O-SAOO) 

Route 

Bot  tie 
I.  D.  # 

Ot  Ji\d  fa 

_ 08  4o _ 

PO 

HiT 

•zyuncfe  +  jnfado* 

-  fnpuLv-  S.C)5^9S 


DOSAGE  (total) 


PLA8MA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

RBC 

ACHe 

uM/m 1 /m in 

B2B, B59 

0 

tfjfa  fa 

03ll 

Oil! 

B28: 

B5S‘V  %> 

B29, B60 

0.  25 

V 

Cf& 5" 

B29: 

B&0!U3S 

B30,  B61 

0.  50 

it 

o9to 

09 10 

B30  im- 

B61:  Q-03 

B31, B62 

0.  75 

it 

093,5 

0935 

B31:3.95' 

B62:  (i  Sj 

B32, B63 

1.0 

l( 

044o 

D44-0 

*32:4,0/ 

3631 11.35 

B33, B6A 

1 . 33 

f; 

l C£0 

ICOO 

B33,£4f> 

B64S//.^ 

B34, B65 

1. 66 

h 

(OolO 

Iq2o 

B34:  t,  01 

B65:  jb.Cfi 

B35, B66 

2.  0 

If 

lo4o 

104-0 

B35 :  ^  Cj  i 

B&6:  !0.5<f 

B36 

2.  5 

II 

1 1  lo 

mo 

B3£s 

B37, B67 

3.  0 

ii 

114-0  ... 

....  //4o 

B37s4-?i 

BB7: 10.35 

B3B 

3.  5 

i/ 

f9l0 

19-1  o 

B3B:5oo 

B39, BBS 

4.  0 

it 

iMo 

1740 

B39= 

B6B :  £  <7/ 

B40 

5.  0 

If 

1340 

IMo 

B40;  (p,(pS 

B4 1 , B69 

6.  0 

// 

l44o  . 

1440 

B69  ''lO.qy 

B42 

7.  0 

If 

154 0 

±6M 

ms  -  IV 

BA3 

8.  0 

1, 

iId4o 

f(o4o 

B43:_^ 

B69ft:  //.-?/ 

BAA 

10.  0 

[\ 

mo 

m 

B44 :  ^ 

// . 

•fc-  (jjy^CLLj  266 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  _ Pyridostigmine 

Lietman 

O'  £  5 

F  M  L 

0*1 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

% 

0S4o 

mhO _ 

PO 

-jyjfr 

DOSAGE  (total)  _ l  V?  ' 


PLASMA  CONCENTRATIONS 

page  2 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

h)£/tlL 

RBC 

ACHe 

uM/rnl/min 

B45 

12.  0 

& 

Ho4o 

B45 :  ^ 

B46, B70 

24.  0 

oi4o 

0$4g 

B46 : 

B70>  M3 

0 

+  M 

MJ-OAQA 

lA  Ak/i 

vQA~illM7U',C 

267 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

(T  X?  <5 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st rat  ion  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

3- 

09"  $to 

084  6 

mo 

PO 

vlft 

DOSAGE  (total) 

PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

(PtM  % 

00  o>  

0H02- 

H4 

*  ct- 

0.  25 

.  n 

n%55 

*AJotZ 

Wit 

— 

0.  50 

n 

oqto 

DQ/o 

*(00 

^/'O 

*  Q£- 

0.  75 

h 

043,5 

*(o4 

1.0 

n 

CQ4C 

o44o 

*5ci/53 

1. 33 

it 

l Q£0 

/COO 

1. 66 

h 

lo 

/On lO 

*4# 

2.  00 

n 

io4o 

/o4o 

2.  5 

H 

mo. 

II  10 

3.0 

u 

HO 

114  o 

*(oQ 

3.  5 

1 1 

l^-lo 

1 3-10 

4.  0 

h 

mo  .. 

13-40 

5.  0 

il 

Mo 

!Mo 

6.  0 

(I 

l44o 

1440 

*4o 

hj54 

7.  0 

H 

i640 

164% 

B.  0 

h 

10  40 

lb 40 

10.  0 

<! 

mo 

268 


page  11  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostipnine 

Hetman 

<L  £  £. 

F  M  L 

PROTOCOL  DAMD  17-85-05133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmrnrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

<9 

mo 

0M> 

PO 

lOlfi 

DOSAGE  (total) 


page  2 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

OTJW  ft 

*fio 

24.  0 

MM  tic 

oHc 

o$4o 

*<U> 

V/f? 
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INVESTIGATOR’S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

t  T  £  <s? 

F  M  L 

t>1 

PROTOCOL  DftMD  17-85-C-5133-02 

Laborat  orv^/)A/u>  0^5? 


TEST -.NORMAL 

Ob.l^c.15 

ddmmmyy 

ddmrnrnyy 

ddmmmyy 

Oi  3**1 8b 

ddrnrnmyy 

ddmmmyy 

NA : 135-148  MEQ/L 

\A3 

lAl 

K:3. 5-5. 0  MEQ/L 

4.1 

4M 

CL -.96-1 09  MEQ/L 

in 

to  4 

to4 

to  5 

C02 : 24-30  MEQ/L 

A? 

£1 

<4  5 

SUN: 12-25  MG/DL 

if 

/3 

14 

/? 

CREAT:0. 4-1.  5  MG/DL 

1.4 

/.  39 

/■4 

i.3 

GLU:70-1 15  MG/DL 

n 

U 

4o 

T. BILI : 0. 3-1. 2MG/DL 

o-4 

o. .3 

0-9 

D. BILI sO.  1-0. 4MG/DL 

0.1 

OJ 

O.i 

o.  / 

CA:  9.  0-11.0  MG/DL 

9-9 

Q.5 

to.  O' 

P04s3. 0-4.5  MG/DL 

AID 

4-f 

3.$ 

4.  / 

URIC  A;4. 2-8.  8MG/DL 

5/ 

4.5 

5'  / 

5-4 

T.  PR0T.-6.  0-8.  5G/DL 

M 

7  ,o 

AJD 

a/D 

ALB.  :3.  2-5.  3  G/DL 

4.1 

f.p 

4.5 

4,5 

AST: 0-35  IU/L 

chk 

n 

914 

ALT* 0-30  IU/L 

\(d 

1 3 

10? 

l  3 

ALK  PHOS : 0—95  IU/L 

io\ 

05 

b4 

CHOL: 151-268  MG/DL 

W> 

HD 

194- 

Ouo 

LDHs 0-200  IU/L 

I  9.5 

0^4 

l4o 

CPKsO-160  U/L (male) 

AJD 

%t3&5 

341 

336 

St  udy 
Date 
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INVESTIGATOR’  S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

Ji  IL&. 

F  M  L 

oc! 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMISTRY 

Laboratory 


'*4 


Screen  Predrug  Study 


TEST : NORMAL 

_  _ 

ddmmmyy 

.Ad... 

ddrnrnrnyy 

LoJhiSk 

ddrnrnrnyy 

u Mm. 

ddrnrnrnyy 

ddrnrnrnyy 

NA  :  135-148  PIE Q/L 

m 

K:3. 5-5. O  MEQ/L 

4, 0 

CL : 96-1 OS  MEO/L 

ID  5 

C02 : 24-30  MEO/L 

SUN: 12-25  MG/DL 

lb 

CREAT:0. 4-1. 5  MG/DL 

1.9 

GLU : 70— 115  MG/DL 

/o4 

T. DILI : 0. 3-1. 2MG/DL 

oA 

D. BILI : 0.  1-0. 4MG/DL 

nA 

CO : 9. 0-11.0  MG/DL 

q,6 

P04 : 3. 0—4. 5  MG/DL 

d.$ 

URIC  A: A. 2-8. 8MG/DL 

6-1 

T.  PR0T:6.  0-8.  5G/DL 

14 

ALB.  :  3.  2-5.  3  G/DL 

4? 

AST: 0-35  IU/L 

ALT : 0—30  IU/L 

ALK  PHOS : 0-95  IU/L 

(o5 

CHOL: 151-268  MG/DL 

chf> 

LDH : 0—200  IU/L 

l  bt 

CPK : 0— 1 60  U/L (ma 1 e) 

,4^ 

M 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

<T 

F  M  L 

oq 

PPqYqqq^  DAMD  1 7 -85— C-5 1 33-02 

HEMATOLOGY  VALUES 


ncnmuLuoi  vm-uto  .  ,  ■  ,  * 

Laboratory  C  Vlfr Ah') 


Screen  Predrug  Study 


TEST  NORMAL 

ddmrnmyy 

ObShtiPjo 

ddmmrnyy 

ddrnrnmyy 

ddmrnmyy 

ddmmrnyy 

Hgb 

13. 9-16. 3 

/$,  / 

He,  4 

lk<o 

ft.  p- 

PCV 

41. 0-53. 0 

44.3 

44,1 

4$ -4 

4 1ft 

45.  l 

Pit 

150-350 

m 

33? 

243 

23? 

RBC 

4.  50-5.  90 

4-g? 

4-.fi 

4  it 

ft  P) 

4-15 

WBC 

4500-11000 

^4  0° 

9 4oo 

(o5oo 

09 oo 

42oo 

Bands 

£-6* 

4 

6 

7 

4 

x  • 

Polys 

31-76* 

io4 

?/ 

43 

53 

5/ 

Eos 

1-4* 

5 

5 

3 

/ 

Bas 

o 

0 

/ 

/ 

/ 

Lymphs 

£4-44* 

ft 

15 

3> 

ol  (c 

«S?f 

Atyp  Lyrn 

c 

0 

0 

/ 

Monos 

£-1 1* 

to 

(c 

// 

ft- 

X 

Other 

0 

0 

o 

O 

O 

Ret ics 

0.  5-1.5* 

!■> 

5 

b>  3 

0,5 

0.  3 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

<r  &  £ 

F  M  L 

o6! 

PROTOCOL  E&MD  17-85-C-5133-02 

URINAL Y8Z8  VALUES 

Laboratory 


Screen  Predrug 


TEST  NORMAL 

ddmmrnyy 

XfrjMdo. 

ddmmrnyy 

ddmmrnyy 

\o  M  % 

ddmmrnyy 

ddmmrnyy 

Color/Ap 

HI) 

/4#k) 

p hub 

S  p  -  G  r  • 

1'Olt 

j  .. 

1.033 

1,0 01 

1,0?  1 

pH 

Ip -5. 

lfl> 5 

b>  o 

Ip.  o 

Protein 

- 

'kfCC 

Ketones 

0 

nl  Or 

0 

ij 

k£A 

\LPa 

Occ  Bid 

0  " 

m  .. 

n& 

0 

(A  Of 

j 

A  PA 

Bi  1  i . 

0 

M6f. 

af' 

! 

vAty 

j 

...  MW 

RBC 

# 

J 

2 

z 

e" 

NBC 

2T 

i> 

2? 

z 

Casts 

2f 

2 

2 

Epi.  Cel 

J8 

2 

a 

Crystals 

2) 

>0 

Z 

2 

Bacteria 

0 

2 

2 

St  udy 
Date 


ELECTROCARDIOGRAM 


Date 

ddmmrnyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormal it ies 

0£J/W  %o 

/ 

a  m  tie 

J 

a*’/s  sLZtui  hjyhJmtitJ 

ii  JRw  Sb 

/ 

T  T 

wyA  AJuJhZll/Ax^iJfd  flVttiud  6U&/M&.. 

W  y—  -Jr  *  «  ■  <J 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  J^yrldoati gnri np 

Hetman 

0  £  5 

F  M  L 

01 

PROTOCOL  DAMD  17-85-C-5133-02 

ADVERSE  EXPERIENCES 


check  if  none  occurred 


ADVERSE 

ONSET 

CESSATION 

SEVERITY 

REL’ N  TO 

ACTION 

EVENT 

(Date/T ime) 

Date/T ime 

(Check) 

TEST  DRUG 

(Check ) 

# 

□ 

□ 

□ 

dd  mrnrn  yy 

dd  mrnrn  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

# 

□ 

□ 

□ 

dd  mmrn  yy 

dd  mmrn  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treat  merit 

□ 

DEF-  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

d  r  u  g 

COMMENTS  (Indicate  #  and  event) 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostiguine 

Lietman 

W  !L  m 

F  M  L 

6 10 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmmmyy 

Procedures 

— 

Screening  laboratory 

— 

History,  Physical  Exarn 

0 

Admi ss i on 

£ 

P  0- 

S 

I  cert i f y  that  : 


1)  I  have  carefully  examined  all  entries  on  the  data  collection 
forms,  consisting  of _ pages,  for  subject  #_Q/  Q  ^  - 


2)  All  information  entered  onto  the  data  collection  forms 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


D. 


I'/fflOSk 

dd/mmm/yy 


for 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND 

Lietman 

W  B.  E 

F  M  L 

Dio 

PROTOCOL  Mro.  17- 55.-C-5 133-02 

Date  of 


Date  of 

flge 

Sex 

Race 


eval uat ion 


birth 


Examiner 


MEDICAL  HISTORY 

dd  mrnrn  yy 

3f//fa6v54 


'^ZS± r  <s- 

print  najgb* 


dd  mrnrn  yy 


-.3-Lyr* 

JL 

3. 


No  Yes  Comments 


A1 lergy 

tX 

Tobacco  Use 

/ 

Alcohol  Use 

</ 

Recreational  Drug  Use 

.  / 

u 

Medications  past  2  weeks 

Experimental  Drug  Exposure 

X 

fr&btrtitonet it;  -  Lfrat  »  ay 

1 Uuvtuxtij  -  JdAt  ^  ac\o 

Blood  or  plasma  donor 

(X 

V  J 

Prior  Surgery 

l/' 

Eye,  ear,  nose,  throat 

1/ 

Endocrine (diabetes, thyroid) 

1/ 

C-V  (heart  murmur, HBP) 

(X 

Pulmonary  (cough, asthma) 

He pat  it  is, g astro- intest inal 

Gen ito-ur inary 

X 

Musculoskeletal 

(/ 

Neuropsych iat r ic 

X 

Pest icide/ herbicide  use 

1/ 

*t)oa  ivashfd  iotz.  r  f  c^c  <m 

residence  knj&  did  JLc  -4Am  uud^^o 

f-ytPiiMtna'hi'n  i/i/it  tiAVUL  r  L>  mas  QiA 

Other 

u/ 

0 

276 


page  3  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  Exsidostigoice 

Lietman 

H_  rn. 

F  M  L 

Cio 

PROTOCOL  QatmiZ-85r£z5133-02 

PHYBICAL  EXAMINATION 

Date  Sv 

dd  rnmm  yy 


Temperat  u re 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt.  (kg) 

_  ^./rnir, 

/ ^2/rnin 

/  /£  /  ^ 

/•?4-  .o 

W.o 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormalities 

Head/Neck 

EENT 

>/ 

kSymmefaK-  a*\d.  ctev icdbtd.  £z-ft. 

Chest , 1 ungs 

Heart 

t/ 

frft  ShoR+  Si/S-hoUc  ~ffoio  /KU/LShUAL 

Abdomen 

t/ 

Genital ia 

tsi 

'D 

Rectal 

A 

ij? 

Ext remit les 

Skin 

T&ioo  (E)  fz>#ea£rr>y  sC4rts(fZ)  driest. 

Neurologic 

CHE8T 

Date 


NORMAL 

y 

ABNORMAL 

Describe  abnormal  it ies: 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND 

Lietman 

lAZ  tUH 

F  M  L 

or 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

loM  $b 

_ 04  5o _ 

La^a _ 

IV 

Suuntfe  +  Wjfudv  * 


DOSAGE  (total ) 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

RBC 

ACHe 

uM/ml /min 

BOl, B47 

0 

0945 

0445 

BOl 

B47,/2cf 

B02 

0.06 

i/ 

0455 

0^65 

B02,3,5B 

B03 

0.  16 

n 

ICCO 

lOO  0 

603 '£23 

B04, B4B 

0.  25 

it 

tcC5 

too  5 

6041 3,94 

B4S’®.37 

BOS 

0.  33 

a 

1010 

1010 

B05sU£> 

B06 

0.  42 

it 

ICl5 

to  is 

B06 :  ^ .  (i  / 

B07,  B49 

0.50 

0 

li'Ao 

io?o 

B07:f^ 

BOB 

0.  58 

a 

102,5 

B06s7AL 

B09 

0.  66 

ti 

/o3o 

lOio 

bo9i5 

BIO,  B50 

0.  75 

a 

.  10  35 

lo35 

010*4^ 

bso  if  37- 

Bll 

0.  83 

a 

ID4-0 

104  0 

B12 

0.  92 

n 

\o45  ... 

io45 

B13, B51 

1.  0 

if 

I03o 

1060 

B13,W/ 

BSl! 

B14,  B52 

1. 33 

a 

ll  to 

lilo 

Bi4.  nx 

B52:  ,0,0^ 

B15,  B53 

1. 66 

a 

If  3d 

llio 

B15:  ^ 

B53:  /o.iY 

BIS,  B54 

2.  0 

it 

II  5o 

u6o 

B16:  ^ 

054 :  JQ.ty 

B17 

2.  5 

a 

\?90 

B17 :  ^ 

jM/uxt  cukuu/  s^a 


78 


page  5  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND 

Lietman 

nr 

F  M  L 

mo 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY*  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bottle 
I.  D.  # 

-5 

lo  % 

_ ebfin _ 

_ li)90 _ 

IV 

A)  fir 

DOSAGE  (total) 

PLA8MA  CONCENTRATIONS 


Ij  3  S /Vag-  • 


page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOI 

aj  0-Jm  l 

RBC 

ACHe 

uM/ml /min 

B18, B55 

3.  0 

lojfrJ  $(p 

\o ISo 

l26o 

Bia* 

B55 :  jQ  C,q 

B19 

3.5 

(> 

/3A. 

l3jo 

B19*  ^ 

B20, B56 

4.  0 

K 

ld6o 

\b6o 

B20 :  ^ 

B56s  //,5? 

B21 

5.  0 

(l 

(45y 

1460 

B21*  ^ 

B22,  B57 

6.0 

ll 

1650 

1650 

B22:  ^ 

BS7'/J.3o 

B23 

7.  0 

'! 

Hc5o 

\\d6o 

B23:  ^ 

B24 

8.  0 

h 

l?6o 

mo 

B24 :  ^ 

B25 

10.0 

It 

mo 

B25 : 

B26 

12.0 

1 1 

oii5o 

^ 1 66 

B26s  ^ 

B27, B58 

24.0 

lijrtxb 

045o 

cA6o 

B27:^ 

B58*/^5^L 

JaJuha? 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyriHncHgnrino 

Hetman 

inr 

F  M  L  | 

0  lo 

protocol  JQAMD_12QS5-C-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st rat  ion  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

£ 

UUhiLSk 

o95o 

JC<3o 

IV 

IK/’  A 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 

^  ^  -  - - ^  <^V—  ^ki>. 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

0945  

0945 

*?0 

Wt ho 

*  0/L. 

0.  8 

0.  16 

0.  25 

H 

1005 

1005 

*n 

0.  33 

0.  42 

0.  50 

V 

/Q20 

/030 

*  CfL 

0.  58 

0.  66 

0.  75 

ft 

/n35  

/o35 

*?0 

0.  83 

0.  92 

1.0 

a 

/05b 

/05o 

*47- 

**4* 

1.  33 

a 

mo  

// 10 

*  ft 

1. 66 

h 

li^o  . 

/ /30 

*to 

2.  0 

11 

It  5o  . 

//  50 

*% 

2.  5 

280 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyrldostignme 

Lietman 

mrww 

F  M  L 

6IQ 

PROTOCOL  J^®_lZ-_8i-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  « 

3 

o  950 

/o^o 

IV 

p  id' 

DOSAGE  (total)  _ ' 


page  2 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

/26o 

/P>5o 

3.  5 

4.  0 

to  177  a }$<j 

/  2>5o 

/ 35o 

*14 

5.  0 

6.  0 

loShufo 

l55o 

/SSo 

•to 

7.0 

8.  0 

10.0 

12.  0 

24.  0 

0Q5o 

*bo 

*C£- 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridos  tigmine 

Lietman 

W  Li  dl 

F  M  L 

0 10 

PROTOCOL  EttMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-£400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

o'}  Ml 6 

OS  43 

PO 

t  puudc  ~ 

-  ^uio  *  5  - 959^0 


DOSAGE  (total) 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
<0-£400> 

Actual 
Clock  Time 
(0— £400) 

cpyrido: 

f 06-/HU 

RBC 

ACHe 

uM/ml  /rnin 

B£8, B59 

0 

cum  ate 

d%i5 

OS  15 

B£8: 

B59://.5/ 

B£9, B60 

0.  £5 

li 

085% 

01 59 

B£9=  jj. 

B60 :  //.02~ 

B30, B61 

0.  50 

1/ 

09 13 

Mil 

B30 : 

B61  I/O-  to 

B31, B62 

0.  75 

it 

049,% 

cfm 

B31:^.33 

B&£:/o.jg 

B3£, B63 

1.0 

It 

0443 

mi 

B3Z%U 

B&3:/d*<?/ 

B 33, B64 

1. 33 

<< 

ioo3> 

|003 

B33:3.2% 

B64:  q,  75 

B34, B65 

1. 66 

it 

)od3 

1  o43 

B34: 

B65:  (j35 

B35, B66 

2.  0 

1/ 

1049, 

io4  3 

B35l4.54 

866 =,?.// 

B36 

2.  5 

It 

1113 

1  Il2> 

B36:^5| 

B37, B67 

3.  0 

u 

1143 

1 143 

B37:^ 

B67 

B38 

3.  5 

it 

1513 

1313 

838  -<i2 

B39, B88 

4.  0 

u 

134  3 

1343 

839 = 5.  W 

BBB'8'S3 

B40 

5.  0 

it 

1343 

.  1343 

B41, B69 

6.  0 

If 

144}. 

.  .  1443 

B41t  2, Of 

BS3i/&o? 

B4£ 

7.  0 

1, 

1541 

1643 

B4£: 

B43 

8.  0 

It 

lb  4.3 

M3 

B43 :  ^ 

B69A:  /  (t 

/D<W 

B44 

10.  0 

(I 

IM1 

m3 

B44 : 

/O'  SO 

Jo^U^jjr  0jOQl/Ol^  ^nQjd^UMjtvf  282 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyTnjjQsf;  i  gjfljne 

Lietman 

W  ft  di 

F  M  L 

D/c 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bot  tie 
I.  D.  # 

9, 

tfh'flW  fL 

_ QM3 _ 

_ _ 

PO 

»|j O' 

I(d 


DOSAGE  (total) 

PLASMA  CONCENTRATIONS 


page  2 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

NCr/bL 

RBC 

ACHe 

uM/ml/min 

B45 

12.  0 

5043 

<3043 

B45 : 

B46, B70 

24.  0 

offish 

om 

oQoS 

B46s  ^ 

870 ••n.  ib 

h-uj~  Cm 

mu  l 

hi _ 

283 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

1 6j.tt.fU. 

F  M  L 

bio 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

A 

m'b 

PO 

OIA 

DOSAGE  (total) 

PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

0 

oso^ 

OSDS 

*% 

*5,155 

*  CL- 

0.  25 

n 

OS57 

cess 

0.  50 

oq/5 

OQ 15 

"tot 

*CL 

0.  75 

fi 

OQ 2 ft 

*7/ 

1.0 

'/ 

0943 

OQ4-3 

1.  33 

o 

1003  ... 

/  oo3 

*  ?o 

1.  66 

/> 

/  o<23 

/o23 

*bo 

2.  00 

(/ 

10  43 

/o43> 

*64 

*5?/sX 

2.  5 

3.  0 

H 

H43 

//43> 

3.  5 

4.  0 

1/ 

1243 

m3 

*^2 

*54lsi 

5.  0 

6.  0 

ll 

1443 

/443 

*12 

$3/5? 

7.  0 

a.  0 

10.  0 

284 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigpdne 

Lietman 

W.  it  ~t 

F  M  L 

DIO 

PROTOCOL  E^MD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drag  admin- 
istrat ion  (0-2400) 

Route 

Bottle 
I.  D.  # 

X 

C#Sh 

0$i3 

urn 

PO 

m 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 

page  £ 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

2043 

24.  0 

KJJi/JSb 

0243 

o9o5 

*6 o 

# 

r>A 

/ 

285 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigidne 

Lietman 

iv  E  fii 

F  M  L 

5  to 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMIBTRY 

Laboratory 


Screen  Predrug 


St  udy 


TEST: NORMAL 

B2 

ddmmmyy 

QbJMh 

ddrnrnrnyy 

C8M&l 

ddrnmrnyy 

ddrnrnrnyy 

ddrnrnrnyy 

NA: 135-146  MEQ/L 

I4>  ^ 

L% 

13$ 

K : 3- 5-5. 0  MEQ/L 

4.  T 

4-S 

5-0 

S,  t 

CL-.96-109  MEQ/L 

M 

ic4 

44 

JO  f 

C02: 24-30  MEQ/L 

3a 

A  5 

SUN: 12-25  MG/DL 

10 

;4 

4 

/f 

CREAT:0. 4-1. 5  MG/DL 

bo 

1.0  

l,o 

/-  / 

GLU : 70-1 15  MG/DL 

?/ 

45 

f/ 

T.  BILI  : 0.  3-1. 2MG/DL 

0-3 

0-4 

0  L> 

D. BILI : 0. 1-0. 4MG/DL 

0  •  1 

0.0 

0-1 

0‘! 

Cft : 9. 0-11. 0  MG/DL 

\b.O 

10-0 

10.4 

P04:3. 0-4. 5  MG/DL 

lA 

u 

4-  / 

URIC  A : 4. 2-6. 6MG/DL 

6M 

5-3 

5. 5 

T.  PROT : 6. 0-8. 5G/DL 

4.b 

1A 

A/  D 

ALB. : 3. 2-5. 3  G/DL 

5.  i 

4.4 

A-% 

5.  / 

AST: 0-35  IU/L 

24 

To 

94 

41 P 

ALT : 0—30  IU/L 

35 

2* 

33 

ALK  PHOS : 0—95  IU/L 

4o 

3b 

33 

5? 

CHOL: 151-266  MG/DL 

A)  V 

AID 

An 

5I301 

LDH: 0-200  IU/L 

AlP 

M 

w 

/3<? 

ISO 

CPK : 0—160  U/L (male) 

fid 

/44 

no 

94 
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INVESTIGATOR’  S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

nor 

F  M  L 

41  o 

PROTOCOL  DAMD  17-85-C-5133-02 

Scrreeri  Predrug  Study 


TEST: NORMAL 

ddmmmyy 

xJfc 

ddmrnrnyy 

ddmmmyy 

liiML 

ddmmmyy 

ddmmmyy 

NA: 135-1AB  MEQ/L 

-3 

/3  9 

K : 3. 5—5. 0  MEQ/L 

A,5. 

CL : 96- 1 09  MEQ/L 

jo5 

COE : 24—30  MEQ/L 

a s 

SUN : 12—25  MG/DL 

Oo 

CREAT-.O.  A-l.  5  MG/DL 

0 ,  f 

GLU : 70—1 1 5  MG/DL 

T. DILI : 0. 3-1. 2MG/DL 

0.5 

D. BILI : 0. 1-0. AMG/DL 

| 

1 

0,0 

CA : 9.  0-11.0  MG/DL 

9,0 

POA : 3. 0— A. 5  MG/DL 

5./ 

URIC  A:4. 2-8. 8MG/DL 

1.9 

T.  PROT:£. 0-6. 5G/DL 

9.5 

ALB.  :  3.  2-5.  3  G/DL 

1,2 

AST : 0-35  IU/L 

h 

ALT : 0-30  IU/L 

3/ 

ALK  PHOS : 0-95  IU/L 

.35 

CHOL: 151-266  MG/DL 

LDH: 0-200  IU/L 

1^1 

CPK : 0—160  U/L (male) 

I 

mo 

OoOo 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

H.  it  oi 

F  M  L 

9  c 

PROTOCOL  1 7— 85— C~5 1 33—02 

HEMATOLOGY 

Laboratory 


'd.vJLs 


Screen  Predrug  Study 


TEST  NORMAL 

£&2&i£k 

ddmrnmyy 

ddmmrnyy 

QIJBH&l 

ddmmrnyy 

ddmmrnyy 

II  Jhtd fib 

ddmmrnyy 

Hgb 

13. 9-16. 3 

/5.  > 

14.7 

l4<  Q> 

15.  / 

13.4 

PCV 

41. 0-53. 0 

44.5 

4o.5 

41,5 

45  5 

39,9 

Pit 

150-350 

3*4 

4U5 

4c  H 

341 

33! 

RBC 

4. 50-5. 90 

5,99 

45$ 

5-35 

5.54 

4.S9 

WBC 

4500-11000 

49oo 

faloo 

&2oo 

(io  /  crt> 

7  ?oo 

Bands 

£-654 

/ 

5 

9 

4 

/U 

Polys 

31-7654 

6  o 

4J 

5  o 

46 

Eos 

1-4* 

o 

o 

4 

o 

I 

Bas 

o 

/ 

0 

0 

44 

Lymphs 

£4-4454 

5o 

c 2/ 

5)4- 

,35 

£5 

Atyp  Lyrn 

c 

/ 

0 

n 

0 

Monos 

£-11* 

9 

(c 

/3 

n 

fO 

Other 

O  - 

o 

o 

o 

o 

Ret ics 

0.  5-1. 554 

S/T) 

aJJ) 

A  o 

0,5 

A^ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostignLne 

Lietman 

W.  K  £53 

F  M  L 

Dio 

PROTOCOL  E^MD  17-85-C-5133-02 

URINAL Y8X8 

Laboratory 


Screen  Predrug 


TEST  NORMAL 

ddrnrnmyy 

ddmmrnyy 

c^Mik 

ddmmrnyy 

/o  JftvJb 

ddmmrnyy 

ddmmrnyy 

Color/Ap 

CjjdJMU) 

ailcvo 

(tyjdRj 

aJkdo 

Sp-  Gr. 

to  93 

rzr 

.01  < 

hoi  8 

1,01 1 

pH 

b-5 

b.  o 

io ■  0 

60 

Protein 

hlCf 

6'at-o 

Ketones 

r  j 

aM 

j 

nooi 

Occ  Bid 

t J 

m 

J 

MO 

Bi  1  i. 

**4  

Mik 

j 

VWIA 

me) 

RBC 

j 

'C 

j 

■6 

£ 

j 

& 

WBC 

flAMu 

J6 

£ 

£ 

Casts 

& 

8 

S3 

fr 

Epi.  Cel 

Q 

£ 

£ 

Crystals 

£ 

0 

Bacteria 

& 

0 

St  udy 
Date 


ELECTROCARDIOGRAM 


Date 

ddmmrnyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormal it ies 

Dl3tifo, 

/ 

J 

V 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyxi  Hn.gH  gmi  np 

Lietman 

Jfi/  It  fid 

F  M  L 

Oio 

PROTOCOL  DAMD  17-85-C-5133-02 

ADVERSE  EXPERIENCES 


check  if  none  occurred 


ADVERSE 

ONSET 

CESSATION 

SEVERITY 

REL’N  TO 

ACTION 

EVENT 

(Date/T  irne) 

Date/T  irne 

(Check) 

TEST  DRUG 

(Check) 

# 

/ Jcu* 

fO  OdU*  & 

& 

□ 

dd  rnmrn  yy 

dd  rnrnrn  yy 

Mild 

DEF. 

None 

/ 

□ 

/ 

/¥iO 

?foo 

PROB. 

/AmAA'Hl 

□ 

J 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treat  merit 

□ 

_ _ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

# 

□ 

□ 

□ 

dd  rnmrn  yy 

dd  mmm  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(O— £400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

COMMENTS  (Indicate  #  and  event) 
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INVESTIGATOR’ S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

T-  Z  w 

F  M  L 

DW 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmrnrnyy 

Procedures 

— 

Screening  laboratory 

— 

History,  Physical  Exam 

0 

Adrniss  ion 

a 

TV. 

s 

fo. 

I  certify  that: 


1)  I  have  carefully  examined  all  entries  on  the  data  collection 
forms,  consisting  of _ pages,  for  subject  #  I  ( _ . 


2)  fill  information  entered  onto  the  data  collection  forms 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


dd/mmro/yy 


for 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pxdibstigpn^e 

Lietman 

2-  k  JL 

F  M  L 

OH 

PROTOCOL  M©  12r§l-C-5133-02 

MEDICAL  HISTORY 

Date  of  evaluat  ion  Examiner 

dd  mrnrn  yy 

Date  of  birth  H 

dd  mrnrn  yy 

Age  2^3-  .yrs 

Sex  JY}_ 

Race 


No  Yes  Comments 


A1 lergy 

Tobacco  Use 

s' 

3  -  ^  y  P 

Alcohol  Use 

Recreational  Drug  Use 

s 

TYva.  q  1> 

Medications  past  2  weeks 

- CT - - * - 

Experimental  Drug  Exposure 

s 

Blood  or  plasma  donor 

s 

C o^ oA  v<U.!r 

Prior  Surgery 

<s 

Eye,  ear,  nose,  throat 

Endocrine (diabetes, thyroid) 

C-V  (heart  murmur, HBP) 

Pulmonary  (cough, asthma) 

Hepat it  is, gastro-intest inal 

Genito-urinary 

s' 

f\v>hs  \‘?rT~> 

G-6C.  ILy.  ^cr vj 

Musculoskeletal 

Neuropsych i atr ic 

Pest icide/herbicide  use 

s' 

Other 

292 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  P^SistostigPEne 

Lietman 

u  L  U 

F  M  L 

Oil 

PROTOCOL  BfiMB.lZdB5r.Cc5133-02 

PHYSICAL  EXAMINATION 

Date  ay 

dd  mmm  yy 


Temperat  ure 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt .  ( kg ) 

jL-  Jl  o 

_  ^  TV  min 

J  k/rnin 

/  /  O  /  2  Q 

i  n  <?.  a 

"77./ 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormal  it ies 

Head/Neck 

S 

EENT 

Chest, lungs 

✓ 

— 

Heart 

S' 

Abdomen 

S 

Genital ia 

kj  "7b 

Rectal 

\J  ■  "b  , 

Ext remit ies 

S' 

Skin 

Neurologic 

s 

CHE8T  X-RAY 

Date  oV'VW'J'  L 


NORMAL 

> 

ABNORMAL 

Descri be  abnormal  it i es : 

Examiner 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  PyridostigpiLne 

Lietman 

iL  2r_  it 

F  M  L 

O'  i 

PROTOCOL  ^  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

2. 

\  o  \  r 

I  O^ST 

IV 

|0(\ 

vcu  -  ^ 


V 


DOSAGE  (total) 


I  •  3 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

C  PYRID01 

RBC 

ACHe 

uM/ml /min 

BOl, B47 

0 

\o  A. 

<=>  8:  'V 

BOl 

B02 

0.  08 

tolo 

1  Oti  C) 

bo2=£;  1 1 

B03 

0.  16 

V  O  i  b" 

\  oj  5" 

B03:  M.e, 

B04, B48 

0.  25 

U 

1  olo 

1  o3o 

604  *3-3^- 

BA8,/3/f 

BOS 

0.  33 

*  t 

1  oi  r 

lo  U' 

B05,I<U 

BOG 

0.  42 

•• 

10^0 

|OVo 

B06!53.J 

B07, B49 

0.50 

i 

iov  r 

B07!  MS 

BA9:/o.^ 

BOS 

0.  58 

i  , 

\  o  S'  « 

(05  o 

606:^5,^ 

B09 

0.  GG 

I* 

/  o  S'  S 

ioS  y' 

B09,|t)5 

BIO, B50 

0.  75 

V* 

I  1 

1103 

B5°  l/0.?f 

Bll 

0.  83 

1/  oS^ 

H  O  S' 

B12 

0.  92 

\  1 )  o 

l  \  l  o 

B12l9-3? 

B13, B51 

1.0 

ll\b" 

mi  r 

* s  h* 

B14, B52 

1.  33 

k 

UlT 

B52:  (/J5 

B15, B53 

1.  66 

\  i  sr 

nsr 

^53: 

BIG, B54 

2.  0 

u 

\*\r 

12 1  r 

B1£!4,o? 

B54: 

B 17 

2.  5 

K 

u*uf 

617=33! 

■4s  Ztnxl&JJ  (XJ\qjx^4  U/rUiXTfctXK^  2 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyndostignine 

Lietman 

£L  L_  Ji 

F  M  L 

&■» 

PROTOCOL  K*®  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0—2400 ) 

Route 

Bottle 
I.  D.  # 

2. 

13  3^^ 

\V\r 

i  ovr 

IV 

fU  A 

DOSAGE  (total) 

PLASMA  CONCENTRATIONS 


page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CPYRIDOD 

RBC 

ACHe 

uM/ml /mi n 

BIB, B55 

3.  0 

\1  \  5" 

\  3  i  y 

B55:/4 /> 

B19 

3.  5 

V, 

\1>H  r 

»  3  vr 

B13s3M 

B20, B56 

4.  0 

•. 

lUl  S" 

\Uir 

B20  :^7(0 

B56:/4.  ^5 

B21 

5.  0 

i  s  i  r 

is«r 

B21 : 

B22, B57 

6.  0 

IG 15" 

14,1  ^ 

B22: 

B57,/4?£ 

B23 

7.  0 

l ' 

i  n  iy 

io,y 

B23:  ^ 

B24 

8.  0 

l  \ 

1 1 1  y 

n>r 

B24 :  ^ 

B25 

10.0 

lv 

o\  r 

B25: 

B26 

12.  0 

a  r 

5.x  i  r 

B26: 

B27, B5B 

24.  0 

%4 

i  o  \  y 

i  o\ 

B27 :  ^ 

~AjyA^^uJ^7  295 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  Hnsti  grrrinp 

Hetman 

M  i_  Y_{_ 

F  M  L 

£)" 

PROTOCOL  JQAMD_1ZQS5-C- 5 133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bott 1 e 
I.  D.  # 

'  i  St 

1  o  i  S' 

/  o  v  r 

IV 

DOSAGE  (total)  _ 


PHYSIOLOGIC  VARIABLES 


3m 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

M  ft. 

Co  S  3  4. 

#  ) 

e  J<~ 

0.  8 

1  » 

\  C>  QLxO 

l  o>  O-o 

0.  16 

5 

3' 

0-  £5 

*  \ 

/  o  3o 

1  03  o 

0.  33 

*  \ 

loir 

0.  42 

|0</0 

1  O  Vo 

0.  50 

mv  r 

\C  Vs 

#t7o 

#  A 

0.  58 

*■ 

/os  ^ 

1  oM 

0.  66 

‘  ( 

losrr 

loyr 

0.  75 

1  /  oo 

'too 

0.  83 

1  t 

1/  OST 

—11  5T 

0.  92 

(l  1  ^ 

1  l  /  o 

1.  0 

*  K 

1  l  (  5T  

'Ms" 

Sj/rc 

1 . 33 

1  i 

■  1(33' 

wir 

#7c> 

1.  66 

\ 

ii  sr 

1 ISS 

2.  0 

• 

/hr 

Ui  r 

*  lo 

Mr? 

2.  5 

IA±Z 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostippnine 

Lietman 

Ji 

F  M  L 

on 

PROTOCOL  _Q^TO_lI-_85-C-5I33-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmrnyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

2_ 

>  l 

\ 

lo^r 

IV 

Nl  f\ 

DOSAGE  (total)  _ 


PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

13 1  r 

\2  \  S' 

#r7e 

3.  5 

1 3  h  r 

n  h  r 

4.  0 

i  N 

^  i  <r 

V/ 

v/y/ 

5.  0 

** 

1  SI  s' 

\  r 

6.  0 

*  *  ( 

1 1 1  jr 

14  \ 

7.  0 

t 

i  o  ( r 

\n  \r 

8.0 

•  * 

\<n  r 

\s  i  r 

10.  0 

4 

1 

cXo,  ^ 

i-o\  S' 

12.  0 

•  ) 

^  2  < r 

3l2  IJT 

24.0 

ioir 

/  o  /  r 

*4o 

V//W 

#o/c. 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

it  Ji  Ji 

F  M  L 

b'  * 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  admin- 
i st  rat i on  ( 0— £400 ) 

Route 

Got  tie 
I.  D.  # 

5 

\  (=>  V)Sc 

c 2do> 

o'ir^-o 

PO 

(V  A 

^  °  3  ^dosage  (total)  _ 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

f9&/ML 

RBC 

ACHe 

uM/rnl  /min 

B28, B59 

0 

\  to  ^  £?4> 

bo 

O  S'O  H 

B28  s  ^ 

BS9‘/4.2/ 

B29, B60 

0.  25 

*  ( 

3>r 

B29:  5,|/ 

B60:  ^ 

B30, B61 

0.  50 

*  A 

S"o 

O  S  So 

B3°S/^? 

B61:  /P-9f 

B31, B62 

0.  75 

V  1 

<f>  °\  D  S' 

O  q  O  S' 

631 

B62:  //.  5-/ 

B32, B63 

1.0 

O  °1 

B32=  /9 5 

B63:  to- 9°! 

B33, B64 

1. 33 

Vo  

0°!  1/  o 

B33,&r 

BG4: 

B34, B65 

1. 66 

1 

\  O  C>  o 

I  o  D  o 

B3**a4 

B65 :  ^  9// 

B35, BS6 

2.  0 

1  V 

10^-0 

\ 

B35:|fc'3 

b66:£)-S5 

B36 

2.  5 

N 

)  O  -S'O 

10^0 

B36:  /^.J, 

B37,  B67 

3.  0 

n 

W  *2.  O 

na.o 

B37!l4,? 

BS7‘Id5? 

B38 

3.  5 

u 

liro 

1 1  ro 

B3B-.0IM 

B39, BS8 

4.  0 

\  3 

l  2l<2.  o 

B39tii,q 

B68:/r  /?* 

B40 

5.  0 

\Uo 

\7  ao 

E40.  ^ 

B41 , BS9 

6.0 

\ 

wao 

i 

B41 

B69:/a  <P4 

B42 

7.  0 

V 

l  5“^0 

1  $  S-O 

B43 

8.  0 

iv 

1  4  3-  o 

1  ^Lo 

B43 : 

B44 

10.  0 

*1 

iOo 

1  ?ZL^> 

B44 : 

14-  0? 

JImJuC 

UA7-  (k QAoa. 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  dn,qt~i  gmi  np 

Lietman 

it  -L  Ji 

F  M  L 

Du 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

5 

PO 

r^J-h 

DOSAGE  (total)  __ 

PLASMA  CONCENTRATIONS 


page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

RBC 

ACHe 

uM/rnl  /min 

B45 

12.  0 

i  3  a  ^  ^ 

csL  £  0-C> 

B45s 

B46, B70 

24.  0 

Of  c5-<j 

B46: 

B70 :  j^  CfCj 

9 

Vxr  Mc\a 

tu  Av 

299 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridos t iemLne 

Lietman 

SL  _L  H. 

F  M  L 

0T 

PROTOCOL  EflMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bot  tie 
I.  D.  # 

£ 

1 

PO 

lU  A 

DOSAGE  (total) 


PHY8I0L06IC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 
Gr  i  p 
L/R 

Coord 

Test 

0 

i(>  3^*°^ 

kj  A 

o  ?/  o 

*Vf 

*  lOb 

%V 

0.  25 

onr 

O  $1^ 

*  9# 

— 

0.  50 

‘  V 

<3  ?  So 

«  ^ 

« 

*  oV^ 

0.  75 

•• 

o°ior 

ol  iS 

* 

1.  0 

*  ( 

0*1.0*.  

*  KJ* 

1. 33 

olVo 

Vo 

*  94 

1.  66 

/  o  oo 

fooo 

2.  00 

/ 

1  O  ^LO 

*6  V 

*V  D 

2.  5 

i  y 

(  o  S  o 

I  o  5^o 

3.  0 

A 

1  1  5-0 

'  l  OJC) 

3.  5 

'i 

1 1  ro 

ii  ro 

4.  0 

)  SLc2o 

1  a  zoo 

5.  0 

1  1 

o 

6.  0 

1°!  Oo 

/ 

Sr 

# 

7.  0 

» i 

8.  0 

i  % 

f  b 

!  45-o 

10.  0 

''fp-o 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

K-  L  H 

F  M  L 

0" 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0-S400) 

Route 

Bott le 
I.  D.  # 

S' 

ib'Snofc 

oea-^ 

PO 

Kj  (\ 

DOSAGE  (total) 


page  2 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

16 

c>La 

# 

24.  0 

OpSL-O 

# 

*  vjb 

301 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

iJ-  H 

F  M  L 

0" 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMI8TRY 

Laboratory 


Screen  Predrug  Study 


TEST: NORMAL 

C>_ 

ddmmmyy 

ddmrnrnyy 

l3JLto28> 

ddmmmyy 

ddmrnrnyy 

iktkrtS 

ddrnrnmyy 

NA: 135-146  MEQ/L 

IW  3 

>9| 

/9  3 

/V/ 

K : 3. 5—5. 0  MEQ/L 

H.  3 

4  7 

4.  / 

CL: 96- 109  MEQ/L 

lo7 

i  c  n 

/cV 

C02: 24-30  MEQ/L 

3  V 

i  9 

SUN: 12-25  MG/DL 

\3. 

>2 

 l  5 

CREAT:0. 4-1.  5  MG/DL 

U 

»*3 

l  2 

i,  V 

GLU : 70—1 15  MG/DL 

^ L1 

i  o3 

fe  3 

45" 

T. BILI :0.  3-1. 2MG/DL 

o> .  S’ 

o-  9 

on  ... 

KJ  ^ 

D. BILI :0.  1-0. 4MG/DL 

o  *  ) 

c>.  O 

o  •  / 

O  .  / 

CA:  9.  0-11.0  MG/DL 

S  9 

9.  4 

cj  9 

P04:3. 0-4.5  MG/DL 

H  ■  o 

9  3 

3-V 

3  *“ 

URIC  A:4. 2-8.  8MG/DL 

9  7 

9  9 

s  / 

S’.  3 

T.  PROT : 6.  0-8.  5G/DL 

c.y 

6 .  / 

ALB.  :3. £-5.  3  G/DL 

4.  a 

3.? 

4.  / 

AST :0— 35  IU/L 

3  7 

27 

3q 

ALT: 0-30  IU/L 

22 

2  S 

a  S 

<57 

ALK  PHOS : 0—95  IU/L 

M  S 

9  / 

sa- 

y<o 

CHOL: 151-268  MG/DL 

KJ  b 

^  4>o 

i  99 

IS  s 

LDH: 0-200  IU/L 

N)  T> 

13  4 

kJ"D 

i2°\ 

13  4 

CPK : 0—160  U/L (male) 

rJp 

MV 

VqI 

3 

3  39 

302 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

}=.  K 

F  M  L 

£>h 

PROTOCOL  E&MD  17-85-C-5133-02 

CHEMIBTRY  VftLI 

Laboratory  C 


Kl.-A.  WA 


Sc 

rejen  Pr€ 

?clrug 

TEST : NORMAL 

dgmnyyy 

ddn 

inrnyy 

ddrnmrnyy 

ddmmriiyy 

ddrnmrnyy 

NA: 135-146  MEQ/L 

K : 3. 5-5. 0  MEQ/L 

CL : 96-109  MEQ/L 

)0(o 

C02 : 24—30  MEQ/L 

3  b 

SUN: 12-25  MG/DL 

CREAT : 0. 4-1. 5  MG/DL 

1 .3 

GLU : 70- 115  MG/DL 

i  g 

T. BILI sO-  3-1. 2MG/DL 

0-9 

D. BILI : 0. 1-0. 4MG/DL 

o.  / 

CA : 9. 0-1 1. 0  MG/DL 

9% 

P04 : 3. 0—4. 5  MG/DL 

9.  / 

URIC  A:4. 2-6.  8MG/DL 

5-  3 

T.  PR0T.-6.  0-6.  5G/DL 

n. } 

ALB.  :  3.  2-5.  3  G/DL 

9  9 

AST : 0-35  IU/L 

3  3 

ALT : 0—30  IU/L 

ALK  PHOS : 0-95  IU/L 

4  L 

CHOL : 151-266  MG/DL 

19 o 

LDH: 0-200  IU/L 

i  ^ 

CPK : 0— 1 60  U/L (male) 

1^0 

St  ud y 
Date 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

-S-.L  iJ 

F  M  L 

o'\ 

ppQ-pQQQI^  DAMD  1 7”85“C— 5 1 33 “02 

HEMATOLOGY 

Laboratory 


Screen  Predrug  Study 


TEST  NORMAL 

ddrnrnrnyy 

ddrnrnrnyy 

lh3f£i& 

ddrnrnrnyy 

ddrnrnrnyy 

ddrnrnrnyy 

Hgb 

13.  9-16.  3 

iw  7 

1  Lf-  3" 

\  S\S 

PCV 

41 . 0-53- 0 

4/.  ? 

^2.7 

^4-7 

(Ob 

Pit 

150-350 

Osj  0 

RBC 

4. 50-5. 90 

H.31* 

h.hn 

(0^ 

NBC 

4500-11000 

190° 

1  9 

r)3oo 

Bands 

2-6* 

s 

S’ 

4 

NJ 

Polys 

31-76* 

9  a 

^  a 

4o 

(0  0 

Eos 

1-4* 

o 

o 

o 

Bas 

/ 

o 

/ 

Kj^ 

Lymphs 

24-44* 

Lt  H 

4  4, 

37 

(0 

fttyp  Lyrn 

a 

O 

1  / 

to  ^ 

Monos 

2-1 1* 

C 

4 

n 

(O 

Other 

o 

o 

o 

h»  {3 

Ret ics 

0.  5-1. 5* 

Li  § 

to.!) 

<o^> 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostigprLne 

Lietman 

F  M  L 

o*( 

PROTOCOL  nftMD  17-85-C-5133-02 

TEST  NORMAL 

ddrnrnrnyy 

ddrnrnrnyy 

ddrnrnrnyy 

la^fL^ 

ddrnrnrnyy 

ddrnrnrnyy 

Color/Ap 

'At-W  <A/» 

'-V  \I<*VA 

S  p  -  G  r . 

1  C>lr) 

‘5 

) 

Q> 

/  •  A  ll 

pH 

'1  O 

6  o 

H.  S' 

*1.0 

Prot ein 

<24 

-A 

Ketones 

/''Y'-’S-V 

-Nr—CL?: 

Occ  Bid 

- ^ 

r\~Qj\  j 

0 

1 

Bi  1  i . 

0 

U 

rVr^‘ 

/qC 

RBC 

o 

o  ... 

,o  ...... 

r~  o 

o 

NBC 

o 

G 

O 

Q 

Casts 

o 

o 

o 

O 

Epi.  Cel 

O 

o 

o 

a 

Crystals 

o 

o 

o 

Bacteria 

D 

D 

o 

S7 

ELECTROCARDIOGRAM 


Date 

ddmmmyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormal i t ies 

✓ 

i/ 

n 

J 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  _RyrldDsld.giiiine 

Lietman 

L  J± 

F  M  L 

on 

PROTOCOL  DAMD  17-85-C-5133-02 

check 


ADVERSE  EXPERIENCES 


i f  none  occurred 


ADVERSE 

ONSET 

CESSATION 

SEVERITY 

REL’N  TO 

ACTION 

EVENT 

(Date/T ime) 

Date/T ime 

(Check) 

TEST  DRUG 

(Check) 

# 

□ 

□ 

□ 

dd  mrnrii  yy 

dd  mmm  yy 

Mild 

DEF. 

None 

□ 

PROS. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

# 

□ 

□ 

□ 

dd  mmm  yy 

dd  mmm  yy 

Mi  Id 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

COMMENTS  (Indicate  #  and  event) 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

F  M  L 

tha. 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmrnrnyy 

Procedures 

— 

Screeni ng  laboratory 

■ - 

History,  Physical  Exam 

0 

Admission 

<2 

& 

S 

|  (sVbvfo 

fo 

I  certify  that: 


1)  I  have  carefully  examined  all  entries  on  the  data  collection 
forms,  consisting  of _ pages,  for  subject  ' 


2)  fill  information  entered  onto  the  data  collection  forms 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


for 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PycU^stigpine 

Lietman 

_£  LC'jb 

F  M  L 

O'  X 

PROTOCOL  DA^12-S5_-C-5133-02 

MEDICAL  HISTORY 

Date  of  evaluation  Examiner 

dd  mrnrn  yy 

Date  of  birth  c^J/Ck)^/  S(=> 

dd  mrnrn  yy 


_ ^  _^e  A3 


print  name 


Age 


_$ALyrs 


Sex 


Race 


No  Yes  Comments 


Allergy 

Tobacco  Use 

'x 

Alcohol  Use 

f  e"**  * 

Q  £  f? 

Recreational  Drug  Use 

O  Csd  .  -  - - - 

Medications  past  2  weeks 

Experimental  Drug  Exposure 

Blood  or  plasma  donor 

V  A  — -  V  XY'w  v-AA-O  <rS-^^o 

Prior  Surgery 

Eye,  ear,  nose,  throat 

•s' 

Endocrine(diabetes, thyroid) 

-  t 

C-V  (heart  murmur, HDP) 

Pulmonary  (cough, asthma) 

Hepat it  is, gast ro- intest inal 

Geni to— ur inary 

Musculoskeletal 

Neuropsych iatr i c 

Pesticide/herbicide  use 

iS 

-yu-^  CJ - 

a^r-eL^^Lt^.  Q  d  „  w7  ■ 

Other 

0  ’J 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  £cdLcbst.igpace 

Lietman 

£l 

F  M  L 

C\  a- 

PROTOCOL  D^MD_  12- 85r£z5 133-02 

PHYSICAL  EXAMINATION 

Date  _§_£ 

dd  rnmrn  yy 


Temperat are 

Pulse 

Respir 

Blood  Pressure 

Height  <crn) 

Wt.  (kg) 

n.  Jt  c 

_  Qz  £/min 

^  CXrnin 

2.  S./.6  ‘l- 

.7  .1.  .4 

GENERAL  EXAMINATION: 

(cheek) 

Nor. 

Abn. 

Provide  details  of  abnormal i t ies 

Head/Neck 

EENT 

Chest, lungs 

— 

Heart 

Abdomen 

Genital ia 

|sj 

Rectal 

-'b. 

Extremit ies 

Skin 

v  ,CJL  ) 

Neurolog i c 

CHEST  X-RAY 

Date  <^Q/ 


NORMAL 

>C 

ABNORMAL 

Descri be  abnormal  it ies : 

Examiner 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyriciostignine 

Lietman 

Lj_  ^ 

F  M  L 

0/3- 

PROTOCOL  17-85-05133-02 

MEDICATION  RECORD 

STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddriirnmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  adrnin- 
istrat ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

3. 

\?  3  a ro& 

\  o  \  ¥ 

104? 

IV 

IV) 

DOSAGE  (totan  1. 33 /mj 

- 4 

PLASMA  CONCENTRATIONS 


Sample 

No- 

Schedule 
T  i  me 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CPYRID01 

t \)&/mL 

RBC 

ACHe 

uM/ml  /rniri 

B01, B47 

0 

A 

O  ^lo 

B01  :  ^ 

W'lSd.% 

B02 

0.  08 

•  . 

\  o  Jl3 

l  3 

B02:3.j?? 

B03 

0.  16 

- 

i 

i  o  3  y 

B03:/o 4 

B04, B48 

0.  25 

■« 

102  3 

lo^3 

BABi/p.Jl 

BOS 

0.  33 

i  _ 

icn?  

/ Ol  S 

EO3:30,9 

BOB 

0.  42 

i  t 

)  o  W  3 

1  oVJ 

B0G:W,I 

B07, B49 

0.  50 

** 

1  o^/s> 

B°7 ■■  X).  1 

B49:^  ^ 

BOB 

0.  58 

•> 

/oS-J  

/OJT  3? 

808  */ 4-3 

B09 

0.  66 

\ 

/  oS"  x 

/  o  S? 

BOBl/A? 

BIO, B50 

0.  75 

\ 

l/o'i 

//  o3 

B10  x/^ 

B5O:/0. 

Bll 

0.  83 

** 

iLQX 

}/ 

Bn  <§.30 

B12 

0.  92 

(( 

±u3 

.  n/3 

B12‘?,?<> 

B13, B51 

1.0 

t  , 

ail 

In  r 

B51  :  jt.55 

B14, B52 

1. 33 

(. 

i/U 

a  Z% 

B1*'C,n- 

B52:  //,£/ 

B15, B53 

1. 66 

1/  s  £ 

//  iT 

B5^:  /?>'(<;  J 

B16, B54 

2.0 

1  V 

12  If 

\X  1  % 

B16.-3 ,3/ 

B54:/3,3? 

B17 

2.  5 

<> 

\y-Hn 

IZM 

B17 :  J/i5 

ZGJaZo-  3i0 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

F  M  L 

0)2- 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st rat i on  (0-2400) 

End  drug  admin- 
ist rat  ion  (0-2400) 

Route 

Bottle 
I.  D.  # 

•"X 

\o 

ISlILS. 

IV 

N'  A. 

DOSAGE  (total) 


J_,_3  3  _rnv£ 


page  2 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CPYRIDOD 

ti&lHL 

RBC 

ACHe 

uM/m 1 /min 

BIB, BS5 

3.  0 

\3 

\3\  3 

)  3/2 

Bia‘/,7^ 

B5573k<^ 

BIS 

3.  5 

> 

\  3V  & 

i  3«i 

B19‘  1.57 

B20, B56 

4.  0 

iS 

\L1l  ? 

BZO,  jf- 

B56:  14,5/ 

B21 

5.  0 

\S\% 

)  s' 7  $ 

B£l.  + 

B22, B57 

6.  0 

*  t 

l  & » % 

1 6/r 

B22:  ^ 

BS7,  ftp/ 

B23 

7.  0 

\n\% 

Hi? 

B23:  Jr 

B24 

a.  0 

•- 

15  i? 

IS'  \S 

B24: 

B25 

10.  0 

‘v 

3»  oi  ? 

B25:^ 

B26 

12.  0 

*• 

^  )  S'  .. 

<3 

B26 : 

B27, B5B 

O 

■ 

cu 

JO  1  s 

)  0/  ? 

B27:^ 

B58: 15' SO 

■¥  JOdjyiir  311 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  JE^ndxkisJtigmine 

Lietman 

^  3_ 

F  M  L 

D'  ^ 

PROTOCOL  JDAMD_17QS5-C-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmrnrnyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

a 

^3>  M 

\  ? 

/£>  W 

IV 

fj 

DOSAGE  (total)  !« 


PHYSIOLOGIC  VARIABLES 

tV>  ^  -e\- X.  u<nn^.  r’^LtT-i-a.-vrC-^'-  V*q  L>j»_ 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

oVAl 

#4£/yr 

#  ) 

O  k 

0.  8 

• 

/  a; 

0.  16 

*• 

)  o  O  % 

0.  25 

i  o  3 

\  ol  3 

#  6>o 

0.  33 

1  i 

/  o2 

/  03  «$” 

0.  42 

<  i 

/oV  3 

/•3  V  3 

0.  50 

*  V 

;oy 

/  o  ^  ? 

*rj£t 

"ok. 

0.  58 

t. 

/  O  5  ^ 

0.  66 

It 

/or  s 

0.  75 

V 

I  /  02 

II  si 

0.  83 

//  o  ? 

1/09 

0.  92 

(  < 

i/ 

i/i  3 

1.0 

///  $ 

;//  ?■ 

' 

1 . 33 

U  3  X 

1/1  S' 

*£o 

1. 66 

t  * 

l/TZ 

nS? 

2.  0 

(  N 

/?  t  ? 

1 3  17 

#6>D 

•f//* 

2.  5 

1  f 

IS1/?' 

312 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pvridostiemine 

Lietman 

±  ki  SL 

F  M  L 

Oix 

protocol  _^®_lZ-_85-C-5I33-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddrnrnrnyy 

Start  drug  adrnin- 
i st  rat i on  ( 0-2400 ) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bottle 
I.  D.  # 

X 

1  O  \  2 

\o*i? 

IV 

(0  ft 

DOSAGE  (total) 


3^  . 


page  2 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddrnrnrnyy 

Scheduled 

C 1 oc  k  T i me 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 
Gri  p 
L/R 

Coord 

Test 

3.  0 

\3  1% 

\~1  \  V 

L 

3.  5 

v  9r 

)  3  L/y 

4.  0 

» E 

L±i£ 

5.  0 

*  \ 

15  IS 

int 

6.  0 

i  i 

)  L  l£ 

16/ % 

7.  0 

i  n  i  2 

17 /i 

8.  0 

(  V 

19 i k 

>f  if 

10.  0 

i\ 

<D-o  1 <? 

% 

12.  0 

l  V. 

\g 

£ 

24.  0 

i 

/  c>  \  % 

1  o  /  £ 

#  ,  X 

k/  u 

313 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

A  & 

F  M  L 

ii2_ 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Rout  e 

Bot  tie 
I.  D.  # 

5 

Og^3 

o&^l, 

PO 

M  R. 

' "7  t  S'  6  / 

s- 


DOSAGE  (total) 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

AJS-///V 

RBC 

ACHe 

uM/rnl  /rnin 

B28, B59 

0 

A 

os$ir 

B20!^ 

B59l/4  9/ 

B29, B60 

0.  25 

VJ 

O  %  3  ¥ 

<=><2  3  V 

B29:^- 

B60: 

B30, B61 

0.  50 

1  \ 

<3  %  r  2 

O&S  3 

B30:5tj 

BS1  =  /?,«■ 

B31, B62 

0.  75 

*v 

Olo? 

331 'i$ 

B62:/^.^ 

B32, B63 

1.0 

o°i  2-3 

o3  5l3 

632  !U  f 

BBB  =/<?■£■ 

B33, B64 

1  •  vi 

h  3 

o°3/  3 

B33:7.C4 

B6A:/^3 

B34,  B65 

1. 66 

l  o  03 

1  ca,  0  3 

B34:  J|^ 

***'!/.  53 

B35, B66 

2.  0 

<■  < 

10x3 

102.3 

B35!|3? 

BBBx  ig54 

B38 

2.  5 

1  0^  3 

I013 

B3G :  13  2. 

B37, B67 

3.  0 

\  1  a.  3 

IU3 

B37‘lK 

BG7'I0‘5L 

B38 

3.  5 

U 

11  S  3 

Ut  3 

B3B:IZjZ 

B39,  B86 

4.  0 

i\ 

1  2.2.3 

12.2.3 

B39‘I0.Z 

B6sv/a/ 

B40 

5.  0 

K  \ 

\la3 

i3a3 

B41 , B69 

6.  0 

.  1  Vi  3 

/  V23 

BG9:/3-3? 

B42 

7.  0 

i  % 

1  so.  3 

1  r<^3 

B43 

8.  0 

i  % 

(6^3 

B43s^ 

B69A  «/£& 

B44 

10.  0 

t  • 

/  £<2  3 

B44 :  ^ 

-?  JmMxw-1  OXUi/XJij-  3u 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  ♦* 

COMPOUND  Pyricjogt~ignrj  dp 

Lietman 

A  ^ 

F  M  L 

0iX 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORRL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  r at i on  ( 0—2400 ) 

Route 

Bott le 
I.  D.  # 

ST 

)  4 

og  ^  2 

PO 

DOSAGE  (total)  _ 


page  2 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

RBC 

ACHe 

uM/rnl  /mi  n 

B45 

12.  0 

B45 :  ^ 

B46, B70 

24.  0 

n  CWH- 

B46: 

B70!  JS3* 

J 

9 

±  hi 

XurOJXh 

ddadu  - 

<r  315 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

F  M  U 

O'3- 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmrnmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

5 

1 

o 

o 

PO 

jML 

DOSAGE  (total)  _ 1M 

PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  irne 
(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

1  fe 

k)  A. 

S' 

#  Tv 

K>  V) 

*N,  7 

0.  25 

, 

08  3  °\ 

*  GH 

0.  50 

cv&s  3 

#r7o 

# 

#  ok 

0.  75 

cD 

Ori  o* 

*  "12 

1.0 

cd9  3l3 

o  A  3  3 

#  .  X 

vJ  ^ 

1. 33 

<■  i 

O  °[  V  3 

1.  66 

1  o  e>3 

l  oo  3 

*13 

2.  00 

V, 

1  3 

i  oa3 

“feO 

#  K)  0 

2.  5 

S 

/  oS  3 

loss 

3.0 

1 4 

w  a3 

i  ia  3 

3.  5 

l* 

\\ S’ 3 

1 1  5-  3 

4.  0 

3 

*sJ^> 

5.  0 

S 

>333 

..  i3ji3 

6.  0 

L 

i  w  a  j 

1  L/ 2  J 

7.  0 

\  \ 

i 

\ra  7 

8.  0 

A 

|  6=2  3 

1  feci  3 

10.  0 

1  ^ 

i  3 

316 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridosti^nine 

Lietman 

F  M  L 

0^ 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

s' 

PO 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

24.  0 

\1 

o 

* 

. 

317 
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INVESTIGATOR’S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

(±4 

F  M  L 

pa 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMISTRY 

Laboratory 


Screen  Predrug  Study 


TEST: NORMAL 

ddmmmyy 

ddmmmyy 

ddmmmyy 

i  3 

±‘t3B±!££ 

ddrnrnrnyy 

ddrnrnmyy 

NA: 135-148  MEQ/L 

13  l 

1^0 

1^4  c? 

K:3. 5-5. 0  MEQ/L 

c> 

V3 

^•1 

CL: 96-109  MEQ/L 

/  o  Co 

)d  Co 

Id$ 

C02: 24-30  MEQ/L 

2k 

SUN: 12-25  MG/DL 

<? 

12 

q 

CREAT:0. 4-1.  5  MG/DL 

1.  o 

l.i 

\  a 

GLU:70— 1 15  MG/DL 

iDo 

T. DILI :0. 3-1. 2MG/DL 

o.3 

A 

7" 

fO .  D. 

D.  BILI  :0.  1-0.  4MG/DL 

o.  \ 

O-  O 

C>.  o 

CA :  9.  0-11.0  MG/DL 

°U 

<6.<V 

<3. 

P04:3. 0-4.5  MG/DL 

3  4 

a1! 

URIC  A:4. 2-8.  8MG/DL 

s:  3 

(2  3 

.... 

T.  PROT :  6.  0-8.  5G/DL 

G  » 

6  D 

ALB.  :3.  2-5.  3  G/DL 

3-  *i 

3 

4  O 

AST: 0-35  IU/L 

13 

1? 

ALT: 0-30  IU/L 

)4 

q 

1 3 

ALK  PH0S:0-95  IU/L 

3* 

CHOL: 151-268  MG/DL 

s 

1^3 

LDH: 0-200  IU/L 

123 

132 

1  1  o 

12^ 

CPK: 0-160  U/L (male) 

t\/  3 

Ul 

n  S' 

'_y^o  o-\ —  V  t 

318 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

iivil 

F  M  L 

QO* 

ppQ-pQQQI^  DAMD  1 7 “85“ C“5 1 33 “02 

HEMATOLOGY  VALUES 

Laboratory  V  -w; _ 


Screen  Predrug  <j,re  Study 


TEST  NORMAL 

ddrnrnrnyy 

ddrnmrnyy 

m&xBk 

ddrnrnrnyy 

ddrnrnrnyy 

ddrnrnrnyy 

Hgb 

13.  9-16.  3 

1 

vM.T 

\H  / 

\  s.  / 

MT) 

PCV 

41. 0-53.  0 

h\  S 

Av  o 

44  3 

13 

pit 

150-350 

\<2  S 

\ 

3  1  5T 

fj  ^ 

RBC 

4. 50-5. 90 

H .  \n 

M  Zh 

M  s  v 

^  H3. 

0  '> 

WBC 

4500-11000 

S’ 3  OO 

^1)0 

aoo 

M  b 

Bands 

\ 

1  o 

<o 

w 

Polys 

31-76S 

n  3 

•S’  ^7 

bJ  & 

Eos 

1-4% 

3 

Q 

Bas 

O 

o 

& 

1 

*J  o. 

Lymphs 

24-44S 

\? 

aLl 

Jo 

3.  L 

vJ  b. 

Ptyp  Lyrn 

o 

o 

o 

1 

fj  (i 

Monos 

2-1  IS 

n 

H 

-S' 

¥ 

vi  £> 

Other 

o 

o 

o 

O 

w.&. 

Ret ics 

0.  5-1.  5S 

N>  V> 

I-  o 

H/b. 

M  D. 

KJ.0. 

319 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

F  M  L 

Q\x 

PROTOCOL  DAMD  17-85-C-5133-02 

URINAL Y8I8 

Laboratory 


Screen  Predrug 


TEST 

NORMAL 

ddm 

rnrnyy 

ddrnrnmyy 

ddrnrnmyy 

ddrnrnmyy 

ddrnrnmyy 

Col or/Pp 

cSXa.r 

Sp.  Gr. 

$ 

\.oXl 

1  OL*?. 

\ 

pH 

o 

4-  O 

n  o 

Protein 

°-V' 

Ketones 

b 

— £W 

Occ  Bid 

Tf 

rNr-e-V 

'  ■ 

Bili. 

u 

'T-O'V  . 

% 

— W 

RBC 

T> 

. 

6 

o 

o 

NBC 

O 

o 

o 

Casts 

o 

o 

Epi.  Cel 

o 

o 

Crystals 

o 

O 

o 

Bacteria 

/ 

o 

o 

St  udy 
Date 


ELECTROCARD I Q8RAM 


Date 

ddrnrnmyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormal  it ies 

cOa»o& 

✓ 

i<o&o  & 

./ 

man/at 

/ 

320 
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I NVEST I GATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  J^yridoslig3iLne 

Lietman 

F  M  L 

0\  ^ 

PROTOCOL  DAMD  17-815-C-5133-02 

ADVERSE  EXPERIENCES 


321 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

F  M  L 

6^ 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmmmyy 

Procedures 

— 

Screening  laboratory 

— 

History,  Physical  Exam 

0 

Admission 

9 

Pd 

S 

lljhpVj 

I  cert ify  that : 

1)  I  have  carefully  examined  all  entries  on  the  data  collection 

forms,  consisting  of  1  -S _ pages,  for  subject  # _ _ . 

2)  fill  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 

dd/mrnm/yy 


322 


page  £  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PycLstostigsine 

Lietman 

u  f-  r~- 

F  M  L 

o£> 

PROTOCOL  12- §5_-C-5 133-02 

Date 

Date 

Age 

Sex 

Race 


MEDICAL  HI8T0RY 

of  evaluation  tibMilk  Examiner 

dd  mmm  yy 

of  birth  TZLtSWi&f 

dd  mmm  yy 

3J2-  yrs 

/it 

_£L 


No  Yes  Comments 


A1 lergy 

V 

Tobacco  Use 

/ 

Alcohol  Use 

Recreational  Drug  Use 

y 

Medications  past  2  weeks 

y 

Experimental  Drug  Exposure 

y 

Blood  or  plasma  donor 

y 

Prior  Surgery 

y 

Eye,  ear,  nose,  throat 

y 

Endocrine (diabetes, thyroid) 

C-V  (heart  murmur, HBP) 

y 

Pulmonary  (cough, asthma) 

/ 

Hepatitis, gastro-intest inal 

y 

Gen ito-ur inary 

y 

Musculoskeletal 

1/ 

Neuropsych iat r ic 

1/ 

Pest icide/ herbicide  use 

/ 

Other 

/ 

323 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

tl  £  l. 

F  M  L 

oi3 

PROTOCOL  D6MD_12dS5r£r 5 133-02 

dd  mmm  yy 


Temperature 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt. (kg) 

„37JTc 

_  Z^y/min 

_£^~U/rnin 

irsTnY- 

„  Tz3H 

(jS>.7 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormal i t ies 

Head /Neck 

EENT 

@  m,  ($<wc 

Chest, lungs 

£/. 

— 

Heart 

</, 

Abdomen 

y 

Genital ia 

A 

0 

Rectal 

U 

0 

Extremit les 

y 

Skin 

X 

Neurologic 

y 

CHEST  X-RAY 

Date 


NORMAL 

v 

ABNORMAL 

Descri be  abnormal i t i es : 

324 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigniiie 

Lietman 

L^_t:  IL 

F  M  L 

D\3 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddriimmyy 

Start  drug  admin- 
i st rat  ion  (0-2400) 

End  drug  adrnin- 
i st  r at i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

s 

c>  ^6  ^  n 

oS  s  n 

IV 

eO  f\ 

STV 


u 


•v  '  (kc  -  L\  i .  n  n  h  cj  |  j  -20 

=a^\.  %’  3  S  Vo  DOSAGE  (total)  _ _ 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

RBC 

ACHe 

uM/ml  /rni  n 

B01, B47 

0 

os/  r 

o&/s 

B01  : 

B47.^^/ 

B02 

0.08 

o>£  3  3. 

oUl 

B02:  ^ 

B03 

0.  16 

ogzn 

r.>%  31 

B03: a  y 

B04, B48 

0.  25 

OS  7  z 

osva 

B04!a  5.0 

B48!  to-  % 

B05 

0.  33 

o£77 

om 

B05'ta5 

B06 

0.  42 

r, 

Og  S"X 

a 

B0£t  ^ 

B07, B49 

0.  50 

os  sn 

O£0~7 

BO7‘10 

B49  :£,/£ 

BOB 

0.  58 

u 

£jP\  O  Q. 

oioa 

B0B:/SA 

B09 

0.  66 

i 

o°i  on 

o  °io7 

B09,/f ./ 

BIO,  B50 

0.  75 

n 

O  ^  1.3- 

B‘°<  //a 

B50 1 JQ  !%■ 

Bll 

0.  83 

*4 

c,  °in 

.o^  n 

B12 

0.  92 

*\ 

0°>3.2 

o  m 

B12x  £,/<£ 

B13, B51 

1.0 

1  ( 

0^)37 

0°iSl 

B13:  ^ 

B51:/C*?5 

B14, B52 

1. 33 

t 

V 

0777 

0^7 

B52:  it.  bo 

B15, B53 

1. 66 

\ 

/odT 

1  oor? 

B‘S‘3.2ft 

B53  r/p,tf 

B16, B54 

2.  0 

i 

1  D2l  1 

/  o  <2  ^7 

6X6=  4 

B54:/7^> 

B17 

2.5 

•» 

jo  r7 

/C^7 

B17:-^ 

/Ot/rudrtusoty 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

uJ-f.G- 

F  M  L 

D>3 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bottle 
I.  D.  # 

s 

o^n 

O  S  S'  ^ 

IV 

DOSAGE  (total)  _ 


page  2 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

h}Q-/ mu 

RBC 

ACHe 

uM/ml /min 

BIB, B55 

3.  0 

na.'i 

B1B:4 

B55s  OL7- 

B19 

3.  5 

t  , 

n  si 

n  sn 

B19:^ 

B20, B56 

4.  0 

1  x 

\2Di 

13  3") 

B20:^L 

B56!  I3.it 

B21 

5.0 

/  , 

i 

B21 

B22, B57 

6.  0 

hot 

lists 

B22:  ^ 

BS7=  /£$f 

B23 

7.0 

'' 

i 

1  Sc37 

B23^L 

B24 

a.  0 

M 

lui 

1  4^0 

B24s^ 

B25 

10.0 

1. 

1  tSLl 

J 

B25:^ 

B26 

12.  0 

H 

Uu>£7 

B26:^- 

B27, B5B 

ro 

* 

• 

o 

i  • 

oxzn 

CD'S  £7 

B27 

B5Bil3-5c 

^  JbtJteujj  qj&oj^  326 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyr-i  rlnct-i  prmr>s> 

Lietman 

Cj  ^  a 

F  M  L 

6' 3 

PROTOCOL  JQAMD_17QS5-C-5 133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bot  tie 
I.  D.  # 

5 

o'gS  7 

IV 

TJ  A 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

\o  ^ 

O. 

*o\c 

0.  8 

oR  1  2- 

0.  16 

3n 

0.  £5 

t  V 

OS  7 

o5  7  a. 

*  7o 

0.  33 

s 

7 

0.  42 

*• 

a 

0.  50 

05s  y  n 

o?  n 

• *)% 

*  Cl 

0.  58 

\ 

o7  o  Q, 

0.  66 

*u 

o7 

c>7 

0.  75 

s 

'  2-.  . 

#  7  o 

0.  83 

e>7  n 

n 

0.  92 

It 

opi 

1.0 

1 1 

o°i0T 

*67 

1 .  33 

1„ 

0777 

G7cn 

*  77 

\oft 

1.66 

U 

/dc>7 

? 

2.  0 

( > 

/ 

/  £><5  7 

*6o 

Vi 

2.  5 

U 

/05  9 

/  oJ  7 

327 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostipprLne 

Lietman 

U  Jr  JL. 

F  M  L 

0/3 

PROTOCOL  J^MD_  1Z~_85 -C- 5133-02 

NED I CAT I ON  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

5 

0 

on 

IV 

to  A 

DOSAGE  (total) 


page  2 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 
Gr  i  p 
L/R 

Coord 

Test 

3.  0 

n  n 

3.  5 

1 

.  din  ..... 

li 

4.  0 

■. 

*  ,j& 

5.  0 

'  l 

^3  oil 

6.  0 

1  l 

) 

W  3l9 

# 

* 

7.  0 

t 

)  ^9 

8.  0 

)  09 

»  <>3l9 

10.  0 

iSsn 

12.  0 

- 

<5l£>3.0 

24.0 

jetton 

0^9 

*  oV 

328 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  ♦* 

COMPOUND  Pyridostigmine 

Lietman 

_Y  _0r 

F  M  L 

O'3 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-E400 ) 

Route 

Bottle 
I.  D.  # 

a 

oES  3 

o  &  -S  3> 

PO 

- £- 


T.  £,S"l  3% 


%  DOSAGE  (total)  _ 

PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

A 

RBC 

ACHe 

uM/ml/rnin 

B28, B59 

0 

i 

0%  <3^  ^ 

BE8s  ^ 

B59S ,5 

B29, B60 

0.  25 

i  i 

<0^0% 

O  3  O& 

B£9=+ 

B60,  ^ 

B30, B61 

0.  50 

2  3 

0327 

B30:7.6/ 

BGUII.6S 

B31, B62 

0.  75 

C>^3% 

oils' 

B31:/5,5 

B6£:  /2f? 

B32, B63 

1.  0 

O  ^3 

c  3  5-3 

B3£:/^ 

B63:  9,5> 

B33, B64 

1 . 33 

*x 

/o  i3 

1  c>\3 

B23 

B34, B65 

1.  68 

'  \ 

/o3  3 

1  S'!  3 

B34:M7 

B65: 

B35, B66 

2.  0 

1  o  T3 

1  o3J 

B35  1 

B6&  'Cf  .0  0 

B36 

2.  5 

1  » 

1  >  3  3 

l  123 

836  76.7 

B37, B67 

3.  0 

s 

HS3 

1 1  ’O 

637  735 

B67: 

B38 

3.  5 

*( 

I5l2-3 

B38=  £4 

B39, B68 

4.  0 

(< 

iar  3 

3 

B39:  //./ 

B6fl:  ^64 

B40 

5.  0 

U 

US  1 

\?  ST  3 

B407«. 

B41, B69 

6.0 

K 

.  ThT2 

1  S' 3 

B4,!5^ 

B69 :  /a  ?P- 

B42 

7.  0 

V 

"TrrT" 

l  SSI 

B4£s3./7 

B43 

8.  0 

«v 

Ik  S3 

IkSl 

8*3  =  4-5/ 

B44 

10.  0 

s 

1  iSl 

ifn 

B44 :  ^3 

I2’l5 

* 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  .PxildQStigRiine 

Lietman 

1L 

F  M  L 

Dl3 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

Q. 

IH  "5  a  ^ 

o*r  3 

o  S'  ^  3 

PO 

0 

DOSAGE  (total) 

PLASMA  CONCENTRATIONS 


page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

mz/hl 

RBC 

ACHe 

uM/ml/min 

B45 

12.  0 

OoS] 

B45:  i HE- 

B46, B70 

24.  0 

B46:^ 

B70!  I3A? 

0 

1 

-  ; - - 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

F  M  L 

DT3 

PROTOCOL  EflMD  17-85-05133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-£400) 

End  drug  admin- 
ist rat  ion  (0-2400) 

Route 

Bott le 
I.D.  * 

D. 

oS  n 

O^-T  3 

PO 

O  A 

DOSAGE  (total) 

PHY8I0L08IC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0— £400) 

Act  ual 
Clock  Time 
(0-£400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

1^1  OfWfc 

<ds  r  / 

#£o 

*  •  ~s 

*  ek. 

0.  £5 

<  t 

*  "U 

— 

0.  50 

0^3 

0^3 

#tOfc 

#  \ 

oL 

0.  75 

£>13  3 

#  ^ 

1.  0 

O  ^  ^  3 

*  n& 

* 

1.33 

/  i  3 

/  o)3 

#  / 

O 

1. 66 

h 

/  o3  3 

1  o3  3 

Uo 

£.  00 

los  3 

/o  ^>'3 

*  Vtf* 

£.5 

- 

>/a;L 

l/J  3 

3.0 

/* 

11  S3 

3.  5 

\ , 

/3-2.1 

1333 

4.  0 

** 

iar]  

/a  yj 

*69 

* 

5.  0 

K 

nst 

X-TJ 

6.  0 

<v 

i  H  S  3 

ii  S3 

*6% 

*  pJ  D 

7.  0 

4  V 

)<rrj 

—HFTT 

6.  0 

•  V 

!^2 

H>S^ 

10.  0 

ftS 3 

i  t S3 

331 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

bJ  JE  Jr 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

a 

c>8^  1 

o&s  3 

PO 

DOSAGE  (total) 

PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

\Li 

Sal  S  A 

24.  0 

15 

<o^5'3 

Cb<?3T  j 

*  nz 

332 
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INVESTIGATOR’S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

Wl  £  T= 

F  M  L 

fltf 

PROTOCOL  DAMD  17-85-C-5133-02 

Screen  Predrug  Study 


TEST: NORMAL 

ddmmmyy 

ddmrnrnyy 

iHJaufe 

ddmrnrnyy 

ddmrnmyy 

ddrnmmyy 

NA: 135-148  MEQ/L 

1 1  3 

/1o 

\h\ 

K :  3.  5—5.  0  MEQ/L 

s'  o 

*/•« 

4  9 

9.  o 

CL: 96— 109  MEQ/L 

/or 

\  o  ^ 

/o^ 

-Lo3 

C02: 24-30  MEQ/L 

O.  S~ 

Q? 

p9 

SUN: 12-25  MG/DL 

1  w 

n 

a 

IX 

CREATsO. 4-1. 5  MG/DL 

l.  o 

1  .  O 

1 .  c> 

GLU:70-1 15  MG/DL 

5  / 

1L 

T. BILI : 0. 3-1.  2MG/DL 

0.3 

o.  9 

0.1 

0-3 

D. BILI :0. 1-0.  4MG/DL 

O  o 

o  o 

O.o. 

o.  o 

CA:9. 0-11.0  MG/DL 

|Oj 

)0.9 

1.4- 

P04:3. 0-4.5  MG/DL 

Ll- 2 . 

s:  3 

4/.i 

3.  5' 

URIC  A:4.  2—8.  8MG/DL 

5. ) 

9.7 

s:9 

S'.  5 

T.  PR0T:6.  0-8.  5G/DL 

7 9 

7  / 

1  £ 

3.  9 

ALB.  :3.  2-5.  3  G/DL 

9.  1 

r 

4r 

AST: 0-35  IU/L 

35 

3  5 

33 

ALTt0-30  IU/L 

<2  L 

4* 

ALK  PHOS : 0-95  IU/L 

.(=>1 

12 

57/ 

*7  o 

CHOL: 151-268  MG/DL 

7)2 

a  57 

^13  2/Y 

LDH: 0-200  IU/L 

sJ 

'23 

;3  9 

'39 

CPK : 0—160  U/L (male) 

SI 

£2 

^  .  C  A-rr-^- 


\n  v_S4, 

333 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

F  M  L 

d'3 

PROTOCOL  1 7 “85“C—5 1 33“02 

HEMATOLOGY 

Laboratory 


/Vr/^ 


Screen  Predrug 

Pr* 


TEST  NORMAL 

CLX2b£*± 

ddrnrnmyy 

ddmmmyy 

ddrnrnmyy 

ddrnrnmyy 

ddrnrnmyy 

Hgb 

13.  9-16.  3 

lif  8 

IV? 

iy.o 

\sn 

l?.2 

PCV 

41. 0-53.  0 

h3.  L 

Li<*n 

Li\n 

Pit 

150-350 

3  Vo 

334 

333 

34)3 

RBC 

4.  50-5.  90 

oy 

S 

WBC 

4500-11000 

^  3oo 

£/  DO 

<3  Vdo 

4  j  00 

Bands 

£-6* 

n 

7 

n 

\  <2 

V 

Polys 

31-76% 

60 

4? 

3  3 

2  3. 

Eos 

1-4* 

i 

I 

S 

4 

n 

Bas 

O 

CD 

5^8  0 

1 

0 

Lymphs 

£4-44% 

D  & 

3  v 

3  a 

3  8 

Atyp  Lyrn 

o 

/ 

O 

0 

Monos 

2-1 1* 

1  o 

5  . 

>3 

3 

Other 

O 

c 

0 

0 

0 

Ret ics 

0.  5-1.5* 

u  /b. 

/.  0 

/.  4 

to.3>. 

1.  5 

St  udy 
Date 


334 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

compound  Pyridostigmine 

Lietman 

Ld  Q- 

F  M  L 

0>3 

PROTOCOL  DAMD  17-85-C-5133-02 

URINALYSIS 

Laboratory 


Screen  Predrug  Study 


TEST  NORMAL 

_N 

ddr 

_r^_ 

rrnrnyy 

ddmrnmyy 

ddrnrnrnyy 

ddmmrnyy 

ddmrnmyy 

Color/ftp 

cQjlj'  < 

vj  v 

S  p  •  Gr. 

1  •  Oh)  1 

0 

l-OJS 

i .  oaa 

pH 

S  o 

£>.  o 

6  o 

Protein 

Ketones 

~jr~-ajy 

b 

^~j~/ 

Occ  Bid 

5 

l 

b 

Bi  1  i. 

O 

/>«d/ 

RBC 

(T 

Co 

6 

e> 

O 

WBC 

O 

o 

o 

Casts 

CD 

O 

Epi.  Cel 

o 

CD 

o 

Crystals 

0 

o 

o 

Bacteria 

V 

y 

o 

o 

ELECTROCARDIOGRAM 


Date 

ddmrnmyy 

normal 

check 

ABNORMAL 

check 

Descr ibe  abnormal it ies 

01  flu 6-63 

/ 

t/ 

J 

vis 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  _Pyri_cfoc:H grrri n & 

Hetman 

\  J  St  JSL' 

F  M  L 

on 

PROTOCOL  DAMD  17-85-C-5133-02 

ADVERSE  EXPERIENCES 


check  i f  none  occurred 


ADVERSE 

ONSET 

CESSATION 

SEVERITY 

REL’N  TO 

ACTION 

EVENT 

(Dat  e/T  irne) 

Dat  e/T  irne 

(Check) 

TEST  DRUG 

(Check) 

# 

□ 

□ 

□ 

dd  mrnm  yy 

dd  mmrn  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treat  rnent 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

# 

□ 

□ 

□ 

dd  mmm  yy 

dd  mmm  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

COMMENTS  (Indicate  #  and  event) 
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INVESTIGATOR’S  NfiME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigpdne 

Hetman 

ai)  s 

F  M  L 

o  I V 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmrnrnyy 

Procedures 

— 

01  0 1  £0 

Screening  laboratory 

- 

History,  Physical  Exam 

0 

Admission 

o. 

i  0£/k. 

s 

11 3/^ 

I  certify  that 


1)  I  have  carefully  examined  all  entries  on  the  data  collection 

forms,  consisting  of  I  pages,  for  subject  #_  CM—- 

2)  fill  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


ure 


«.  D. 

dd/mmm/yy 


Invest i gator 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PxcUbstlgJtdjie 

Lietman 

S  5 

F  M  L 

i>i*< 

protocol  M®12-55_-c-5 133-02 

Date  of 

Date  of 

Age 

Sex 

Race 


o history 

evaluat ion  Examiner 

dd  mmrn  yy 

~  I  2 

birth  - 


dd  mmrn  yy 


A'iyrs 


No  Yes  Comments 


A1 lergy 

«/ 

Tobacco  Use 

Alcohol  Use 

/  /  / 

Recreational  Drug  Use 

Sufluu'Uj 

i I  -v-  fvtoyi  £K*jS\ 

Medications  past  2  weeks 

1/ 

Exper iment al  Drug  Exposure 

y 

w 

Blood  or  plasma  donor 

Prior  Surgery 

y 

ft”1! 

Eye,  ear,  nose,  throat 

/ 

Endocr ine (diabetes,  thyroid) 

/ 

C-V  (heart  murmur,  HBP) 

/ 

Pulmonary  (cough, asthma) 

1/ 

->  ^  t*'  fat 

Hepat i t is* gastro- intest inal 

/ 

Gen ito-ur inary 

/ 

Musculoskeletal 

/ 

Ne uro psych i at ric 

/ 

Pest icide/herbicide  use 

t/ 

Other 

/ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PjncistoaLLglSQe 

Lietman 

ID.  k 

F  M  L 

protocol  DMffi_12d85zCz5133-02 

PHYSICAL  EXAMINATION 

Date  Q.1 / 
dd  rnmrn  yyj)f 


Temperat ure 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt . ( kg ) 

c 

_N_  'l/rnin 

^_/min 

fj  G  /  ^ 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormal i t ies 

Head/Neck 

v/ 

EENT 

i/ 

*./'  /  o  ct-fSi  (i^)  <•'  y*>«. 

(n)~T7ut  eujti'-u'.<jbtta, .  t/md 

Chest , 1 ungs 

y 

(^J  stJtoyv.  (AA  ‘ 

Heart 

G 

Abdomen 

/ 

is 

Genital ia 

V 

p 

Rectal 

-(2 

* 

Ext remit ies 

y 

Skin 

/ 

is 

Neurologic 

y- 

CHEST  X-RAY 

Date  Cff  / ^flrVS  4 


NORMAL 

2 

ABNORMAL 

Describe  abnormalities: 

Examiner 


print  name 


339 


page  4  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigjnine 

Hetman 

111  s 

F  M  L 

0/  A 

PROTOCOL  I^MD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Rout  e 

Bottle 
I.  D.  # 

S' 

23%  3  0 

O  °\  O  O 

IV 

N  A 

-cU  t|  I  °|<-1  OS4 


DOSAGE  (total)  _ 

PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  Ime 
(hours ) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

aJ6-//MA 

RBC 

ACHe 

uM/ml  /rni  n 

BOl , BA7 

0 

O 

B°1  !4 

6471  (3.41 

B02 

0.08 

3  3' 

S' 

B02s;/  4 

B03 

0.  16 

< . 

£>  S'  Vo 

clS  Vo 

B03:;77 

BOA, B48 

0.  25 

/ 

0?L/3' 

^<5VT 

BOA:  #5/ 

BA8  :  fQ .  2, 

B05 

0.  33 

0  &  S'-) 

BOS: 

B06 

0.  A2 

0  S  s~s~ 

B07, BA9 

0.  50 

M 

B07 5 

B«g:  £  5/ 

B08 

0.  58 

'» 

Dc 

090  r 

B08V^ 

B09 

0.  66 

*  \ 

<0  V/  0 

B09://j 

BIO, B50 

0.75 

4 

6^/i" 

ol'n' 

B10^,S? 

850*9.3? 

Bll 

0.83 

*< 

VcOo 

B"‘M0 

B12 

0.  92 

'/ 

<94  ' 

B12*4/)7 

B13, B51 

1.0 

y  4 

Cl  °!  So 

O'?  Jo 

B13,4.43. 

B51:  /o  ^ 

B1  A, BS2 

1. 33 

✓  # 

o9Sh 

Q)tf  To 

B14‘3oi- 

B52s/0.?^ 

B15, B53 

1. 66 

/o  /  O 

to/c 

B15’£,9£ 

B53:  //.^3 

B16, B5A 

2.0 

t 

/<?  3-^ 

/  ^3  3 

B16:  ^.6f 

B54://.^ 

B17 

2.5 

//  00 

//Do 

B17:  /.&£ 

-4r  THHTTi  r'CL&A&Ab  /<^YV^JXLHy^  340 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmne 

Lietman 

F  M  L 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

s 

IV 

fO  ^ 

DOSAGE  (total) 


PLASMA  CONCENTRATIONS 

page  2 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

RBC 

ACHe 

uM/ml /mi n 

B16, B55 

3.  0 

)  ilo 

1 )  3  o 

B18:  % 

B55:  jh  2b 

B19 

3.5 

1  0>  oo 

i2  oo 

B19: 

B20, B56 

4.  0 

12 

JJ  3o 

B20:  ^ 

ess  ./a-ay 

B21 

5.  0 

'l 

i  3  3  o 

)?3o 

B21  : 

B22, B57 

6.  0 

'( 

/  LI  3o 

I 

B22:^ 

B57s  12.51 

B23 

7.  0 

'  ( 

)  S  2^ 

j  y  j  v 

B23:_^ 

B24 

6.  0 

fl  2^ 

j  4 

B24:^ 

B25 

10.0 

u 

n  ^ 

B25:  ^ 

B26 

12.  0 

<1 

B26 : 

B27, B58 

24.  0 

o?  3d 

B27: 

-f  AAXLU  *49  viAit&>dxj-- 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  JByridosLigltLne 

Lietman 

n  _®  .4 

F  M  L 

0]ti 

PROTOCOL  J^MD_17QS5rC-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmrnyy 

Start  drug  admin- 
i st rat  ion  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

s 

c>  2  3  o 

o  ^ 

IV 

N  r\ 

DOSAGE  (total) 


33 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 
dd  rummy  y 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

*TS 

* 

*  CL 

0.  8 

h 

o  s  i  y 

0.  16 

4 1 

c 

0-  25 

*  \ 

Q£  w  s' 

#S*> 

0.  33 

*  \ 

O  &  r  0 

0.  42 

4  1 

if  ^ 

0.  50 

0  ^ 

*  US) 

0.  58 

4 

0.  66 

i, 

O  ^  (O 

0.  75 

o°ur 

o  ^  i  r 

*  <\7. 

0.  83 

/k 

0.  92 

*  \ 

o^r 

1.0 

,  i 

O  T  f?o 

OY  1o 

*<10 

*  KJS) 

la 

*. 

r d 

cf^  JO 

#cfo 

1. 66 

/o/  £> 

/v  )  o 

2.  0 

•• 

/o'! 5 

*1X 

*  /sy-Cs 

2.  5 

i 

II  0^ 

//^>o _ 

'Ux? 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostippiLne 

Lietman 

■3. 

F  M  L 

0iV 

PROTOCOL  _^TO_17-_85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin- 
ist rat  ion  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

s 

OS  3dd 

o<?  o  o 

IV 

M  A 

t-3&/rrv%  ■ 


page  2 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Pet  ua 1 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

n  IavJK 

\  : 

|  l  0  o 

5 

s 

\2c^z> 

4.  0 

» 

u3  ° 

13-Ao 

***/ 

#N>\> 

5.  0 

*  \ 

\1  lo 

6.  0 

*\ 

N 

1L/  3o 

«  NO 

7.  0 

o 

)  S3  o 

)  S' 

8.  0 

s 

Ig20 

)  0  o 

10.  0 

1  S  J  O 

)?  3  o 

12.  0 

K 

JOi  3d 

0-C3  3Ld> 

24.  0 

*6^ 

*  M'O 

*C\o 

343 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  * 

COMPOUND  Pyridos  tignrLne 

Lietman 

Al  -S 

F  M  L 

£)IV 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddrnmmyy 

Start  drug  admin- 
i st  rat i on  <  0-2400 ) 

End  drug  admin¬ 
istration  (0— £400) 

Route 

Bott le 
I.  D.  # 

2. 

O  §  S  S' 

•O  ?  s'  A" 

PO 

(J  A 

r^5^~T  ‘ 


n.  un? 


;L>  S.  C-,2 


If 


DOSAGE  (total) 


lb 


.£0/^6 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddrnmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

k)6-/ml 

RBC 

ACHe 

uM/rnl  /min 

B£8, B59 

0 

os  «3l  S' 

o  &a  s" 

B2Q  Sj^ 

859 :  p.\> 

B£9, B60 

0.  £5 

- 

/  o 

O  ^  /  o 

B£9:3S/ 

B60=  /a.39 

B30, B61 

0.  50 

- 

our 

o°)a  s" 

B30  Cj$ 

BGli  It.  5C; 

B31, B6£ 

0.  75 

oV/o 

831  70,? 

B6£:  10,  cS 

B32, B63 

1.0 

*  V 

o^r 

o^rr 

B3£!/f.S 

B63: 

B33, B64 

1  •  ^  w> 

V 

/  O)  S' 

/oi  s' 

B33 :10,0 

B64-.  J.  ?? 

B34, B65 

1.  66 

t'x 

1 03  y 

/oir 

B34:  (fjft i 

B65:  ^  2Q 

B35, B66 

£.  0 

l  \ 

/OS' 3^ 

y  c>  y  3' 

B3Z:/6n2 

BG6: 

B36 

2.  5 

- 

n  a  s" 

nay 

B36!^3,^ 

B37, B67 

3.  0 

J 1 

IIS'S 

//  yy 

B37=/i0 

B67 :  £  25 

B38 

3.  5 

l\ 

B38:/J^ 

B39, B68 

4.  0 

k  \ 

a  r r 

)  A  S' s' 

B39!//,fe 

B68!^.5? 

B40 

5.  0 

i3  rj" 

ny  s' 

B40s^7 

B41, B69 

S.  0 

V 

V 

/vr  jT 

;y  ry 

B69:^5p 

B4£ 

7.  0 

;rr  r 

i  3'  y  r 

B42  :^,^5 

B43 

8.  0 

•  s 

/fef  ^ 

/^yr 

643:^ 

B69A:/0,^2 

B44 

10.  0 

/yr 

;  ^3'^ 

R44  -l/  ^ 

II.  ol 

4  JjjdfUAT'  O^OuL  VtrvSduMtu VS  -  /no 

®  0  344 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyrn 

Lietman 

SL  J>  _s 

F  M  L 

Ol^f 

PROTOCOL  DAMD  17-  85-C-5 133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
lstrat ion  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

Q_ 

O  &  3  3 ' 

os  s'  y 

PO 

DOSAGE  (total) 

PLASMA  CONCENTRATIONS 


page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID0D 

RBC 

ACHe 

uM/ml /min 

B45 

12.  0 

Yi 

<Q  O 

BAS,  1^ 

B46, B70 

24.  0 

i 

os  r  r 

-£>&  j r  J" 

B46 :  y- 

8701  3 

345 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostiggine 

Hetman 

tTTHs 

F  M  L 

OJ^ 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  admin- 
i st  rat i on  ( 0-£400 ) 

Route 

Bott le 
I.  D.  « 

2 

IH 

o£  S'  S 

S' 5" 

PO 

<N  A 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0— £400) 

Act  ual 
Clock  Time 
(0— £400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

0 

\H  ^ 

A  . 

*  A  ^ 

V 

O 

0.  £5 

i . 

OSl  = 

cA'  7  1  o 

*  7  4 

— 

0.  50 

ty 

 ^  7a  r 

O  7  ^  JT  • 

#  7  0. 

*,vJ7> 

#  v  i 

0.  75 

1  , 

Cf)  7  t-t 

*74 

1.0 

t  V 

^  yr 

5  r 

*  ^ 

1. 33 

1( 

to  >  ^ 

/o\  r 

*7  4, 

1.  66 

l. 

/  o 

/olS 

* 

£.  00 

h 

/os  r 

;  o  y  r 

*  ^ 

*  (0^ 

£.  5 

/, 

n  ar 

})  JJ" 

3.  0 

<1 

urs r 

>irr 

3.  5 

/LU  5" 

4.  0 

u 

a  rr  

rr 

*<T^ 

*  rvj^ 

5.  0 

(i 

nrr 

/  3  r  r 

6.  0 

l . 

/wr 

/V5  J" 

*  A1?) 

7.  0 

l< 

is  sr 

8.  0 

*v 

urs' 

10.  0 

\ 

tiff' 

346 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostignLne 

Lietman 

r>  ji  s_ 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 

Date 

Start  drug  admin¬ 

End  drug  admin¬ 

Route 

Bottle 

Day 

ddrnrnrnyy 

istration  (0-2400) 

istration  (0-2400) 

I.  D. 

# 

2 

1 H 

oS  -T 

PO 

DOSAGE  (total)  _ 

PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

1  °f 

xr 

S'  4'" 

24.  0 

o  S'  y± 

o?  J-S 

#r)i 

*  ^ 

fck* 

347 
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INVESTIGATOR’S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

D_  3_ 

F  M  L 

O'H 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMISTRY 

Laboratory  J 


Screen  Predrug  Study 


TEST: NORMAL 

ddmmmyy 

ddmrnrnyy 

ddmmmyy 

LldB^£i> 

ddrnrnrnyy 

ddrnmmyy 

NA: 135-148  MEQ/L 

\‘*ei 

9  2 

)4  J 

K : 3. 5-5. 0  MEQ/L 

M  H 

7.7 

LJ.3 

4  2 

CL: 96- 109  MEQ/L 

)'C>Li 

/o  3 

yo? 

I  07 

C02 : £4-30  MEQ/L 

7)  b 

...IS 

<2  S' 

SUN: 12-25  MG/DL 

3.  1 

i  7 

1  5" 

\  3' 

CREAT:0. 4-1. 5  MG/DL 

rZ 

o°> 

L  o 

1  •  O 

GLU : 70-1 15  MG/DL 

3y 

32 

77 

T.  DILI :0.  3-1.  2MG/DL 

0.5^ 

•  o 

0.5“* 

D.  BILI :0.  1-0.  4MG/DL 

O.  ) 

o .  ( 

6  0 

O.  / 

CA:9. 0-11.0  MG/DL 

1.2 

°)  C 

9.7 

7  2 

P04 : 3. 0-4. 5  MG/DL 

4  y 

3  7 

9.  / 

3  ? 

URIC  A: 4. £-8.  8MG/DL 

n. 

&>.  o 

s'.  3 

T.  PR0T:6.  0-8.  5G/DL 

4.? 

(=,n 

6  7 

ALB.  :3. £-5.  3  G/DL 

4  n 

Hy 

-7  f, 

*9-  3' 

AST: 0-35  IU/L 

W 

in 

t  ZL 

/4 

ALT: 0-30  IU/L 

i  z 

JO 

>  O 

JO 

ALK  PHOS : 0-95  IU/L 

7  r 

CHOL: 151-268  MG/DL 

3S o 

LDH: 0-200  IU/L 

(J.O. 

/4  O 

CPK : 0-160  U/L (male) 

N  ^ 

SI)  2 

\H  L\ 

/r  ^ 

)  S7 

^3  .  C  ?  Ic  cVav— rK  I  0  ?  4 

348 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

13  3  3_ 

F  M  L 

ON 

PROTOCOL  1 7— 85—C— 5 1 33— 02 

HEMATOLOGY  VALUES  .  ri  J  ,J 

Laboratory 


Screen  Predrug  Study 


TEST  NORMAL 

eIOM4 

ddmmrnyy 

i  i&m 

ddmmrnyy 

ddmmrnyy 

15ShJj£ 

ddrnrnrnyy 

ddmmrnyy 

Hgb 

13.  9-16.  3 

I 

16.7 

IQ  ? 

/r.7 

PCV 

41. 0-53.  0 

Ln.3 

5o-  ^ 

^  s.a 

Pit 

150-350 

3  /  V 

3  3^ 

JoZ 

RBC 

4.  50-5.  90 

TS) 

£'.&(=> 

5!ol 

^6  L 

WBC 

4500-11000 

7  Li  03 

73  oo 

Bands 

£-6% 

3 

2 

.  3 

4 

Polys 

31-7654 

SL1 

S’  H 

o 

Eos 

1-4% 

3 

} 

; 

7 

Bas 

o 

O 

O 

C’ 

Lymphs 

£4-4454 

33 

3? 

37 

3  V 

fttyp  Lyrn 

o 

O 

3 

o 

Monos 

£-1 154 

5 

s 

7 

Other 

o 

o 

© 

O 

Ret ics 

0.  5-1. 554 

)•/ 

N.  A. 

A  3 

349 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

2. 

F  M  L 

OlH 

PROTOCOL  DAMD  17-85-C-5133-02 

URINAL Y8I8 

Laboratory 


Screen  Predrug 


TEST  NORMAL 

ddrnrnmyy 

ddmrnrnyy 

ddrnrnmyy 

ddmrnrnyy 

ddmrnrnyy 

Color/flp 

S  p .  Gr. 

\.  o  \H 

1 .  0  1  °I 

& 

i.  oaV 

1  6jo 

pH 

^  .  c> 

(o.  O 

5*  o 

6  o 

Prot  ei n 

Ketones 

CP 

c> 

0 

iO 

6 

Occ  Bid 

6 

i 

Bili. 

o 

rsr — ^A/ 

o  " 

. # 

/-Y-ev 

/^-°Y 

RBC 

o ...  . 

o 

o 

J 

CD 

0 

o 

WBC 

cO 

o 

lT' 

Casts 

o 

o 

o 

Epi.  Cel 

C> 

O 

<0 

o 

Crystals 

o 

€> 

Bacteria 

c 

o 

o 

O 

St  udy 
Dat  e 


ELECTROCARDIOGRAM 


Date 

ddmrnrnyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormal i t ies 

4/ 

/XVtflf yJ?l 

v  

i  % 

✓ 

lUhA  MJl  'vn/Ll 

/  »  d 

350 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  .Pyri  fln.qH  grrri  np 

Lietman 

F  M  L 

1)\1 

PROTOCOL  DAMD  17-85-C-5133-02 

ADVERSE  EXPERIENCES 

check  if  none  occurred 


ADVERSE 

EVENT 


ONSET 

(Date/T  irne) 

CESSATION 
Date/T  irne 

dd  mnun  yy 

dd  rnrnrn  yy 

(0-2400) 

(0-2400) 

dd  mmrn  yy 

dd  mmm  yy 

(0-2400) 

(0-2400) 

SEVERITY 

(Check) 


REL’N  TO 
TEST  DRUG 


ACTION 

(Check) 


□ 

Mild 


□ 

Mod 


□ 

Sev 


□ 

DEF. 

□ 

PROB. 

□ 

POSS. 

□ 

DEF.  NOT 

□ 

UNKNOWN 


□ 

None 


□ 

Treat  rnent 


□ 


Stop  test 
drug 


□ 

Mild 


□ 

Mod 


□ 

Sev 


□ 

DEF. 

□ 

PROB. 

□ 

POSS. 

□ 

DEF.  NOT 

□ 

UNKNOWN 


□ 

None 


□ 

Treatment 


□ 


Stop  test 
drug 


COMMENTS  (Indicate  #  and  event) 


351 
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INVESTIGATOR’S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridosti^iine 

Lietman 

A  A  H 

F  M  L 

S" 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmrnmyy 

Procedures 

— 

0%  31H)  ft. 

Screening  laboratory 

- 

History,  Physical  Exam 

0 

Admission 

4 it' 

5 

po. 

I  cert i f y  that : 

1)  I  have  carefully  examined  all  entries  on  the  data  collection 
forms,  consisting  of _ _ pages,  for  subject  #_ClLS. _ - 


£)  fill  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


M.  D. 


Invest igato 


t  ure 


dd/mrnm/yy 


352 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  P2d^?StlgPiDe 

Lietman 

CTd.  hi 

F  M  L 

0\S 

PROTOCOL  E^MHI-Sl-C-5133-02 

IS 


w 


Date  of  evaluat i£ 


MEDICAL  HISTORY 


dd  mrnm  yy 
_^__yrs 


mmrn  yy 


Date  of  birth 


Ag< 


m 

Examiner  _ fL-/£L 


print  name 


$ 


Sex 

Race 


m 


No  Yes  Comments 


A1 lergy 

Tobacco  Use 

t/ 

//py 

Alcohol  Use 

y 

i  c**- 

Recreational  Drug  Use 

Medications  past  2  weeks 

/ 

^  l/ 

Experimental  Drug  Exposure 

/ 

y 

Blood  or  plasma  donor 

Prior  Surgery 

l/ 

Eye,  ear,  nose,  throat 

y 

y 

Endocrine (diabetes, thyroid) 

y 

C-V  (heart  murmur,  HBP) 

y 

Pulmonary  (cough, asthma) 

y 

Hepat it  is, gast ro-intest inal 

/ 

Gen ito-ur inary 

y 

SC  M  yy 

Musculoskeletal 

y 

Neuropsych iatric 

y 

Pesticide/herbicide  use 

y 

&&UVAA^yf^Ct(/k\r 

Other 

F 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

-JTZL'  F 

F  M  L 

&5 

PROTOCOL  imLlZ-85r£c5133-02 

PHY8ICAL 

Date 


.  JEXAMINATT 

0±r±r7& 


ON 


Temperat  are 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt. (kg) 

_  7 

Jp^/min 

_ (£_ 

..  JJJi.C 

—)C;  C 

_ 1.  Ll 

GENERAL  EXAMINATION! 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormal  it ies 

Head/Neck 

EENT 

Chest, lungs 

s' 

7 

Heart 

Abdomen 

Genitalia 

H 

■fi 

Rectal 

r 

Ext remit ies 

/ 

Skin 

Neurologic 

CHE8T  X-RAY 

Date  \  5 


NORMAL 

ABNORMAL 

Describe  abnormal it ies: 

354 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  4* 

COMPOUND  Pyridost igpdne 

Lietman 

.3  Ji  w 

F  M  L 

0>5' 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddrnrnrnyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  adrnin- 
ist  rat  ion  (0-2400) 

Route 

Bottle 
I.  D.  # 

0. 

X\  ^ 

O')  /A 

o>  °i  0  3L 

IV 

rv  /l 

N=> 


-  ’SOS 


»-s  ^  -V  t 

,u.  7LZ2  .  7k  nz  H  ?  DOSAGE  (total) 


.33 

PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddrnrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

MC~/mL 

RBC 

ACHe 

uM/rnl  /rni  n 

BOl , B47 

0 

QiCw  £f 

t-o  ^ 

o8ar 

BOl : 

847 !  /f./3 

B02 

0.  08 

tr 

®*,  n 

o?/7 

802*3,// 

B03 

0.  16 

I , 

o'iai 

OT-3.CL 

803:  /3  Cf 

B04, B48 

0.  25 

r 

« 

SOO'lll 

B48://.  52 

B05 

0.  33 

f* 

d°7 

o°)  3.2 

805!/6'f 

B06 

0.42 

■  > 

0°1  3^ 

3  9 

B06*/i(9 

B07, B49 

0.  50 

i  \ 

0^2 

807  :/f,C7 

B49:/(J  2) 

BOB 

0.  58 

1  * 

09^7 

o747 

B08:/^ 

B09 

0.  66 

f  < 

CP]  02 

0°lS2 

809:  f# 

BIO, B50 

0.  75 

<0°}0  1 

0  757 

850 :  /Q-tf 

Bll 

0.  83 

t  K 

JO  02 

/  oo  X 

B12 

0.  92 

/, 

/  O  O  7 

100-7 

B,£‘3.K 

B13, B51 

1.  0 

4  4 

1012 

/OI2 

B13‘5JD 

851:  H,  (fj 

B14, B52 

1. 33 

4  1 

/0  3^ 

!o  J2 

B14!3^ 

852 :  //.tf 

B15, B53 

1.  £6 

/  o  5  a. 

/OSD 

B15: 1  Cfrf 

B53 :  jj  6j  T' 

B16, B54 

2.  0 

lt 

11  IX 

Bi£=ai3 

B54:  /<?•%* 

B17 

2.5 

H 

l  i  b  2 

B17!  i.n 

^  XOjXj~  OOOOJ^  355 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigprine 

Lietman 

i  ji  a 

F  M  L 

Or 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

X 

2\V>i£ 

_ oJfLLiL- _ 

v  a. 

IV 

M-A 

TT 


DOSAGE  (total)  _ • 


PLASMA  CONCENTRATIONS 


page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID0D 

tiQr/tyU 

RBC 

ACHe 

uM/ml /min 

B16, B55 

3.  0 

ia..i  2, 

V  2.  \  X 

B55!/i^ 

B19 

3.  5 

0  .. 

IxH  y 

QCQ 

B19:  ^ 

B20, B5£ 

4.  0 

\  'iia... 

11  Q 

B20: 

B56‘/if5 

B21 

5.  0 

'I 

I4I  1  D 

12  13. 

B21 :  -4/: 

B22,  B57 

£.  0 

‘  v 

)  S")  3 

i  y  1 1 

B22: 

357 1  ft.  00 

B23 

7.  0 

'  ( 

Ifo  1  3 

/  4, ) 

B23:  ^ 

B24 

6.  0 

i  i 

i  n  n 

nia 

B24 :  ^ 

B25 

10.0 

i« 

HQ 

I°IIX 

B25: 

B2£ 

12.  0 

i  . 

a  i  io 

At  ta. 

B2£: 

B27, B58 

24.  0 

cH  \2. 

°1/3- 

B27 

B5fl:  /3-i7 

0 

.^oaoyx 356 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  JB^nrLdostigiiiine 

Lietman 

^  &-  -H- 

F  M  L 

fry 

PROTOCOL  J0AMD_17Qa5-C-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


St  udy 

Date 

Start  drug  admin- 

End  drug  admin¬ 

Route 

Bot tie 

Day 

ddrnrnrnyy 

istrat ion  (0-2400) 

istration  (0-2400) 

I.  D.  # 

o 

2 

CS>  3  t  Q_ 

O  °l  H 

IV 

DOSAGE  (total)  _ V^2-' 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddrnrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

(Ni  A. 

CO  QlS" 

*<0\5 

#  i 

O  k 

0.  8 

0 

c3  °\  n 

03  '3 

0.  16 

o°iaa 

0.  £5 

( * 

03  3l7 

#  4,0 

0.  33 

o 'n  3D. 

03  n 

0.  42 

o°i  To 

0  3  37 

0.  50 

0  3  3  ol 

#  3  ? 

Vi 

#  ) 

o  f 

0.  56 

*  < 

0^7 

7 

0.  66 

S.2. 

O 3  SO 

0.  75 

*  < 

07  s  n 

0.  83 

1  V 

Jo  o2. 

lo  o  D. 

0.  92 

N. 

1  . 

/  o  £>7 

1.  0 

t  % 

/OlD. 

y  o  jo 

#  54 

# 

1. 33 

*  v 

!  o3  Q, 

1. 66 

*- 

i  oS"2 

# 

2.  0 

Uil 

«*  4  „ 

b  <~> 

#  jO  £3 

2.  5 

I  M2 

357 


page  7  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  JPjffidostiggine 

Lietman 

O A>  Ji 

F  M  L 

0^' 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin- 
i st  r at i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

2 

o  ^  \a 

0^4  2- 

IV 

DOSAGE 


(total ) 


PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
<0-£400) 

Actual 
Clock  Time 
(0-£400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

la  iz 

12. 

3.  5 

ly 

L 

13  7  3 

4.  0 

ill  2 

13/3 

#6e> 

5.  0 

‘  l 

)9\ZL 

i 9/  a 

6.  0 

( 

\ 

i  y  ij 

/  3  !  3 

V6 

Vi) 

7.  0 

ty 

i  L  i5 

/6  /=2 

8.  0 

11 12 

(H  /  3 

10.  0 

\C3[)3 

/  9 13 

1£.  0 

y 

3.  //3 

£4.0 

09  /X 

*67 

*cJl 

358 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostippine 

Lietman 

3  -B  ±£ 

F  M  L 

o\  sr 

PROTOCOL  Ek*WD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddrnmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin- 
ist rat  ion  (0-2400) 

Route 

Bottle 
I.  D.  # 

s 

oSlo 

PO 

°4  DOSAGE  (total) 

VC)  5 

0  -  PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddrnmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CPYRIDOD 

RBC 

ACHe 

uM/ml  /rnin 

B28, B59 

0 

o&cn 

B28:  y 

B59  :  X 

B29, B60 

0.  25 

i  , 

ODT 

ow  r 

B£9:* 

B60:  j^o^- 

B30, B61 

0.  50 

V  A 

0(5  ‘t'o 

B30 : 

BSlt/4./b 

B31, B62 

0.  75 

( , 

OS'S  s~ 

oiO'A" 

B31  w 

B62,/3-4/ 

B32, B63 

1.  0 

t  , 

0*1/0 

O)  9/0 

B3£:  7S3 

b63:/P.39 

B33, B64 

1  •  33 

'  ( 

a  J  3^ 

O  3  Jo 

B33:/0.? 

B64:  If 'fa 

B34, B65 

1.  £8 

i 

OjSo> 

B34  :/f,  ^ 

B65:  f0 

B35, B66 

2.  0 

y 

/o;  o 

/  0/0 

B35:/^3 

B66:  <9  53 

B36 

2.  5 

*  i 

/O^o 

/  o  Vo 

B36  :/0£ 

B37, B67 

3.  0 

<< 

11 1 

/  /  /  o 

B37:/ij- 

BG7: 

B38 

3.  5 

i  t 

H  9  & 

//Vo 

B3B:/j,d 

B39, B68 

4.  0 

't 

)aio  

.  )<5u  & 

B33t/3.o l 

B68:  Cf,  // 

B40 

5.  0 

/  3/  o 

;  j7° 

B4°*  //^ 

B41, B69 

8.  0 

/  V/o 

/  Xo 

B4l!^.£?2 

B69:  //.£/ 

B42 

7.  0 

/-T/o 

/J~7o 

B4E!^,5C 

B43 

8.  0 

( 

) L>i  & 

f  6t  4? 

B43 : 

B69A!/;,H 

B44 

10.  0 

4 

1  S7o 

/f/C7 

B44: 

I3-J7 

JmIo-ut  4-OGay-  /OloaActu/C^ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  riogH  cmri r>p 

Lietman 

E  £  Jl 

F  M  L 

6) 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin¬ 
istration  (0—2400) 

Route 

Bott le 
I.  D.  # 

S 

Op  /  o 

o  S  /  o 

PO 

DOSAGE  (total) 


page  2 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

Ai  Ml 

RBC 

ACHe 

uM/rnl  /mi  n 

B45 

12.  0 

£?0 )  o 

OG)o 

B45: 

B46, B70 

24.  0 

O?  y  o 

O  S7o 

B46r^- 

B70s  /4Jf 

±  da 

Imv-AjC ) 

&&U  /Q 

QmAilu  ycL 

£ _ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignri-ne 

Lietman 

3  A  H 

F  M  L 

PROTOCOL  MMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmrnmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bottle 
I.  D.  # 

$ 

o£vo 

(Tr/o 

PO 

SJ  )F\ 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

3  V  3  flrv/K 

0.  25 

*• 

r 

0.  50 

/  t 

o  S  fo 

*  J6 

*0^ 

0.  75 

c 

<o£TT 

fo 

1.  0 

«  ( 

O  c\  l  o 

Of  (  o 

1.  33 

i  , 

Of  Jo 

1. 66 

'  J 

<3  fro 

*6o 

2.  00 

*. 

/O  »=> 

/o  /  o 

*  ts& 

2.  5 

1  t 

/O  f  o 

3.  0 

/. 

/  /  /  o 

///  o 

*  6c 

3.  5 

I 

//  fo 

//fo 

4.  0 

;  J.  /o 

JX/o 

*6f 

5.  0 

/ 

1 3/o 

6.  0 

A 

/  9V  o 

f  *i  '  o 

*  K/  (B 

7.  0 

/  J^/  o 

/r  /  o 

8.  0 

'* 

/ 

/j/J 

10.  0 

/• 

1  ¥<  ° 

IT 

361 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

3.  jfi  it 

F  M  L 

t><±" 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin¬ 
istration  (0-£400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bottle 
I.  D.  # 

5 

/  o 

PO 

m 

DOSAGE  (total) 


PHY8I0L0QIC  VARIABLES 

page  £ 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
<0-£400) 

Actual 
Clock  Time 
(0-£400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

1£.  0 

&  1(\  ««2fc 

Solo 

£4.  0 

2  s 

OS'/  Cl 

Ofrl  o 

* 

* 

i  # 

362 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostipnine 

Hetman 

a  A  ii 

F  M  L 

dif 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMIBTRY 

Laboratory 


Screen  Predrug  Study 


TEST: NORMAL 

ddmmmyy 

tit  HAroft 

3l 

PWP&sh. 

ddmrnrnyy 

ddmmmyy 

ddmrnrnyy 

ddmmmyy 

NA: 135-146  MEQ/L 

K/o 

is  a 

19© 

K : 3. 5-5. 0  MEO/L 

H  3 

q  / 

CL :96-109  MEQ/L 

!C>Z 

1/  2 

/  D  4. 

COS: 24-30  MEQ/L 

P  & 

P  X 

SUN: 12-25  MG/DL 

\  n 

n 

iZ 

CREAT:0. 4-1. 5  MG/DL 

V  o 

U 

l,  / 

GLU : 70-1 15  MG/DL 

qp 

S' -2 

T. DILI :0. 3-1. 2MG/DL 

HT) 

0.9 

D. BILI :0.  1-0.  4MG/DL 

O  ) 

o.  I 

0 

0 

CA -.9.0-11.0  MG/DL 

io.  a 

°l  .5 

P04:3. 0-4. 5  MG/DL 

M.  2 

3  C 

9  o 

URIC  A:4.  2-6.  6MG/DL 

S  2 

T  ^ 

£  9 

T.  PROT : 6.  0-6. 5G/DL 

7.  3 

9.  / 

A.  ? 

ALB. :3. 2-5. 3  G/DL 

4  7 

9.  6 

V  S- 

AST :0-35  IU/L 

n  . 

'9 

ALT : 0-30  IU/L 

<3 

1 1 

c. 

ALK  PHOS : 0-95  IU/L 

S3 

si 

CHOL: 151-266  MG/DL 

nl 

)S"l 

J2T 

LDH: 0-200  IU/L 

is3 

CPK : 0—160  U/L (male) 

(V/O 

72°) 

P  4  2 

nj 

/P  3' 

363 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigpdrte 

Lietman 

D_  A  H. 

F  M  L 

)\S~ 

PROTOCOL  DAMD  17-85-C-5133-02 

S.’TL 


Screen  Predrag  Study 


TEST -.NORMAL 

fJA 

ddmrnrnyy 

ddmmmyy 

ddmrnrnyy 

ddmmmyy 

ddmmmyy 

NA: 135-148  MEQ/L 

V  3^7 

K : 3. 5-5. 0  MEO/L 

<-y.  o 

CL-.96-109  MEQ/L 

/o2 

C02 : 24-30  MEQ/L 

3  5- 

SUN: 12-25  MG/DL 

10. 

CREATzO. 4-1. 5  MG/DL 

'  / 

GLU : 70-1 1 5  MG/DL 

32 

T. DILI : 0. 3-1. 2MG/DL 

1.  2 

D. BILI :0. 1-0. 4MG/DL 

o.  o 

CA:9. 0-11.0  MG/DL 

°i  -3 

P04 : 3. 0—4.  5  MG/DL 

H.3 

URIC  A : 4. 2-8. 0MG/DL 

S3? 

T.  PROT i 6-  0-6.  5G/DL 

ALB.  :  3.  2-5.  3  G/DL 

4  5- 

AST: 0-35  IU/L 

1*1 

ALT: 0-30  IU/L 

ALK  PHOSsO-95  IU/L 

CHOL : 1 51 -2&B  MG/DL 

2^2 

LDH: 0-200  IU/L 

CPK : 0-160  U/L (male) 

364 


page  13  of  1! 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

Hi 

F  M  L 

PROTOCOL  1 7—85— C— 5 1 33— 02 

HEMATOLOGY  VALUE? 

Laboratory 


oJ( 


Screen  Predrug 


TEST  NORMAL 

ddmmrnyy 

ddmmrnyy 

ddrnrnmyy 

ddmmrnyy 

ddrnrnmyy 

Hgb 

13. 9-16. 3 

IS  3 

1  <iSL... 

i  V.  4 

13  $• 

PCV 

4 1 . 0-53. 0 

V3  S 

Hi  / 

45.  I 

4  o.  3 

Pit 

150-350 

to  St: 

RBC 

4. 50—5. 90 

H  Vi. 

4.  Sl  4 

WBC 

4500-11000 

SS0O 

4  4co 

4(3  OO 

Bands 

S-6S 

(o 

L 

i 

4 

Polys 

31-76* 

S'/ 

4  £ 

s  / 

vv 

Eos 

1-4S 

3 

1 

/ 

Gas 

c> 

to 

O 

Lymphs 

24-44* 

43 

.jfj. 

Atyp  Lyrn 

i 

to 

to 

to 

Monos 

2-1  IS 

/ 

7 

Other 

o 

o 

<0 

CP 

Ret ics 

0.  5-1. 5S 

M 

A" 

to.  to 

St  udy 
Dat  e 


365 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  Pyridostignine 

Lietman 

D  £  (± 

F  M  L 

01  sT 

PROTOCOL  DAMD  17-85-C-5133-02 

URINAL Y8I8 

Laboratory 


Screen  Predrug 


TEST  NORMAL 

ddrnrnmyy 

ddmrnrnyy 

ddrnrnmyy 

ddmrnrnyy 

1 _ _ 

ddmrnrnyy 

Color/Ap 

r  C  (jja.'T 

NJ  !> 

S  p .  Gr. 

1 

1  -Vi 

1  .  CiQo 

pH 

r.  o 

6.  o 

S .  o 

7.  o 

Protein 

P 

Ketones 

*o 

/~V — CL.i/ 

i 

 Q-f  J. 

6 

Occ  Bid 

A 

i , 

X 

r^'^D.p  y 

d 

Bi  1  i . 

T 

a 

~ir 

RBC 

***$ 

o 

e> 

a 

WBC 

1 

Casts 

o 

o 

o> 

o 

Epi.  Cel 

o 

O 

o 

o 

Crystals 

o 

o 

C3 

Bacteria 

o 

c> 

o 

St  udy 
Date 


ELECTROCARDIOGRAM 


Date 

ddmrnrnyy 

NORMAL 

check 

ABNORMAL 

check 

Descr  1  be  a  bnorrna  1  i  t  i  es 

3 ihjLH£. 

*  ' 

IS\ 

y 

/M/WL'  Aplh/lfl  S  T-  T  <?  /rrv/M  1 

piijfl+j  ft* 

V 

7  .  /  -  tf  '  ,  ,  &u 

ar.v,?i 

y 

/ILfrn  -T~  ui/lm/jl/y  y  /yxuh  kcfzjij. 

Wn',Ww^-r4f.  5T  /mil 

1  l}  <f  6 
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INVESTIGATOR’  S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  J^yrick^^tignme 

Lietman 

a  a  k 

F  M  L 

or 

PROTOCOL  EAMD  17-85-C-5133-02 

ADVERSE  EXPERIENCES 


check  if  none  occurred 


ADVERSE 

ONSET 

CESSATION 

SEVERITY 

REL’N  TO 

ACTION 

EVENT 

(Date/T ime) 

Date/T  irne 

(Check) 

TEST  DRUG 

(Check) 

# 

□ 

□ 

□ 

dd  rnmm  yy 

dd  rnmrn  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(O— £400) 

(0-E400) 

Mod 

POSS. 

Treat  rnent 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

# 

□ 

□ 

□ 

dd  mmrn  yy 

dd  mmm  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-£400) 

(0-£400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

d  r  u  g 

COMMENTS  (Indicate  #  and  event) 
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INVESTIGATOR’ S  NfiME 

PT  INITIfiL 

PT  # 

compound  Pyridostigmine 

Lietman 

H  L  A 

F  M  L 

0/6 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmrnmyy 

_ 

Procedures 

Screening  labor at ory 

— 

History,  Physical  Exam 

0 

Admission 

3 

l  vJ 

S' 

2*1  ^ArJgt 

I  certify  that: 

1)  I  have  carefully  examined  all  entries  on  the  data  collection 

forms,  consisting  of _ \ . jT  pages,  for  subject  #("*')/  4 _ - 

2)  fill  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


Invest  i  gat  or 'Ik  signature  dd/mmrn/yy 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  PycUk>2tigndrie 

Lietman 

D  L-  ft 

F  M  L 

tlb 

PROTOCOL  II-S1-C-5133-02 

MEDICAL  HISTORY 

Date  of  evaluation  Examiner 

dd  mrnrn  yy 

Date  of  birth  <2.^/  £i,5£ 

dd  mrnrn  yy 

o  a 

Age  _ yrs 

Sex 

Race  0 


No  Ves  Comments 


Allergy 

Tobacco  Use 

^  Deb 

Alcohol  Use 

if  j 

1  CUib  1  AoCCfc 

Recreational  Drug  Use 

1/ 

f  „  l  j 

Medications  past  2  weeks 

i/ 

J  J 

Experimental  Drug  Exposure 

1/ 

fn  €i*l  Co  -  sJZitL'  %S 

'linnet  q/SrS ,  Sugp 

Blood  or  plasma  donor 

l/ 

U'tL  ftrf  C’  trt  y/S'S 

Prior  Surgery 

y 

/Vm  oultdi  AL'muOl  M-fktii  OSjfty  f- 

Eye,  ear,  nose,  throat 

y/ 

t  1 

Endocrine (diabetes, thyroid) 

1/ 

C-V  (heart  murmur,  HBP) 

t/ 

Pulmonary  (cough, asthma) 

1/ 

Hepat it  is, gastro-intest inal 

v/ 

M(LVdu6-  c 

<u*fcQjjnui  t 

Geni to-ur inary 

1/ 

JJ  — -* 

Musculoskeletal 

(/ 

J 

Neuro psych i at  r i c 

\S 

Pest icide /herbicide  use 

\/ 

Other 

./ 

'tteeni  G-^Pettu  Jjl) . 

name 


print 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  P^ddostigoane 

Lietman 

7)  T.  a 

F  M  L 

bl(£ 

protocol  DSMB_lZdB5r£z5133-02 

PHYSICAL  EXAMINATION 

Date  /  <.* 6 

dd  rnmm  yy 


Temperat u re 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt.  (kg) 

.33- .h c 

/rnin 

_  ^/rniri 

y^  £  /  ^ 

/  <?  6  . 

/cf.g 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormal i t ies 

Head/Neck 

Uipqe  Z331/C  &  SU2.C&  frnyx  /<-?£ ^ 

EENT 

t/ 

(yold,  C-f£n€tc<  eeCH  ^-)  2  ct  c  £ £ 

Chest, lungs 

/ 

(  fyix  Ctpt  &)  ivw  'Ih&'iacio  ^  h.x  — 

Heart 

Abdomen 

/ 

7(  O':  Gdp  ^cL  ‘■/li V>sKL£Mk4fiur  ' 

Genital ia 

■HU 

) 

k 

Rectal 

HI 

P 

Extremi t les 

y 

'if/t/C  /ynJL<fLtaJl  cLOpa  C  t  (f-J  iocrc /  "Su^i£l6.liy 

Skin 

Neurolog i c 

CHEST  X-RAY 

Date 


NORMAL 

ABNORMAL 

Descr i be  abnormal i t i es : 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  4* 

COMPOUND  Pyridostigpine 

Lietman 

H  £t 

F  M  L 

610 

PROTOCOL  ^MD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  IV  PYRIDOSTIGMINE 


Study 

Date 

Start  drug  admin¬ 

End  drug  admin- 

Route 

Bottle 

Day 

ddmmmyy 

istration  (0-2400) 

ist rat  ion  (0-2400) 

I.  D.  4* 

n 

O' 

guMXk 

OQl  C? 

M- 4  (, 

IV 

a/ ft 

intjt  +  pi-^d-c 
-  pyitde 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

tool  ML 

RBC 

ACHe 

uM/ml/min 

BOl , B47 

0 

A*  JA^  v i 

OS!  6 

Of/  5 

BOl  :  ^ 

B*7,l3M 

B02 

0.  08 

op  a 

0Ci'>! 

B02!  1X3 

B03 

0.  16 

t* 

Op'^(c 

OflX? 

B03:/0,</ 

B04, B48 

0.  25 

// 

op  3/ 

0°,6{ 

B04  */4Z 

B48:/tf,54 

B05 

0.  33 

( 

CP 36 

.... M. 54  .. 

B0St/H 

B06 

0.  42 

n 

014  / 

004 1 

B07, B49 

0.  50 

ft 

cmc- 

Oc{ 4  5 

B07*  ?JJb 

B49=  Cf  35 

B08 

0.  58 

n 

0C15! 

0^5  ( 

B08:  jf  Q 

B09 

0.  86 

h 

015G 

f)P6b 

B09= 

BIO, B50 

0.  75 

it 

loo  / 

100  1 

BlOl/0,7 

B50s  q.$5 

Bll 

0.  83 

u 

took 

look 

B12 

0.  92 

( t 

toff 

loll 

Blz,S.Z3 

B13, BS1 

1.  0 

10  Ilf 

Id  lb 

B13'£X5 

B51 :  to.  Jl 

B14, B52 

1. 33 

i  < 

lolb 

103b 

B14:  g.t,3 

B52:  to. 

BIS, B53 

1. 66 

' 

10  Sb 

105b 

B15S/.67 

B53:  //, /4 

B16, B54 

2.  0 

h 

ii  iC 

ih  b 

B16:  4r 

B54:  //.JO 

B17 

2.  5 

'  l 

uM? 

):4io 

Bn--^05 

371 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigprine 

Lietman 

1?.  4r_  d. 

F  M  L 

D/6? 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0—2400) 

End  drug  admin¬ 
istration  (0—2400) 

Route 

Bott 1 e 
I.  D.  # 

A 

jtl  JftrJ 

_ QRlk _ _ 

0 

IV 

DOSAGE  (total) 


//  33  /nv£ 


page  2 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

/06- Iml 

RBC 

ACHe 

uM/ml /min 

B16, B55 

3.  0 

19.1(6 

19-1(6 

B18:  ^ 

B55: 1 1-0-0 

B19 

3.  5 

a 

I 

.  Q4e 

B19:  ^ 

B20, B56 

4.  0 

.lZlb 

m 

B20:  ^ 

*56:  /P.  5s 

B21 

5.  0 

/ 

)4io> 

(4(16 

B21 :  ^ 

B22, B57 

6.  0 

( ; 

/  5/4*. .. 

B22:  ^ 

B57:/P,5/ 

B23 

7.  0 

l 

Iklb 

Iblb 

B23 :  ^ 

B24 

8.  0 

a 

i  %•  

Alb 

B24 :  ^ 

B25 

10.0 

u 

(4(0 

14  lb 

B25 :  ^ 

B26 

12.  0 

if 

lib 

m 

B2S:  ^ 

B27, B58 

24.  0 

041 C? 

_ 

B27:^i 

■M  jxQQOj/  3?2 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  JB^ad^kistiginme 

Lietman 

D  E  A 

F  M  L 

Dili 

PROTOCOL  JQAMD_lZQa5-C-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmrnyy 

Start  drug  admin- 
ist rat  ion  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bot  tie 
I.  D.  # 

A 

04  l(p 

044k 

IV 

A if) 

DOSAGE  (total) 


PHY8I0L0GZC  VARIABLES 


Sample 

No. 

Scheduled 
T  i  me 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

0 

ATn’)  b 

0?  1  5 

OPfo 

*  o<i> 

*C& 

0.  8 

If 

out 

OV 

0.  16 

/' 

OcQb 

0.  25 

u 

f  i  Qo  1 

cP£\ 

*  Leo 

0.  33 

t 

lAXc 

cf\3h 

0.  42 

if 

fX?4/ 

Cf\4 

0.  50 

'f 

«^C 

# 

*  6t 

0.  5B 

If 

075  / 

f)rl6( 

0.  66 

'1 

0756 

(X/56 

0.  75 

M 

100/  ... 

looi 

*  74 

0.  83 

ll 

((Tic 

lOOte 

0.  92 

I, 

ion 

Ion 

1.0 

1  olio 

mil? 

Vo 

1  •  33 

1036 

)()% 

1. 66 

1656 

)o56 

*77- 

2.  0 

If  lb 

1  f  J  w 

*  M 

2.  5 

_ Mk— 

_ 1M& _ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostiepnine 

Lietman 

2>  t_  & 

F  M  L 

PROTOCOL  _^©_lZr_85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddrnrnmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  adrnin- 
i st  rat i on  ( 0-E400 ) 

Route 

Bott le 
I.  D.  # 

X 

OQUs 

r)4Mo 

IV 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  irne 
(hours) 

Date 

ddrnrnmyy 

Scheduled 
Clock  Time 
<0-£400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

2  |JVI& 

lAib 

l<5lt 

3.  5 

/  1 

fcHt 

4.  0 

li 

!3!x 

mi: 

*10^ 

5.  0 

>1 

I*# 

MIL 

6.  0 

l 

iSib 

i5l6 

#  NO) 

7.  0 

a 

Iblb 

Ik  Ik 

e.  o 

!; 

Mb 

ML- 

10.  0 

ii 

mb 

\cWk 

12.  0 

n 

Alllo 

31 IL  

24.  0 

a, 

QQIk 

CcUL' 

'If 

*NQ 

*  CK- 

374 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

H  ti  £L 

F  M  L 

dlljp 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  adrnin- 
l  st  rat  i  on  ( 0-2400 ) 

End  drug  admin- 
istrat ion  (0-E400) 

Route 

Bott le 
I.  D.  # 

6 

9A  JW  f(i 

0?I3 

Q£J2 

PO 

Hf\ 

-  I.  S' 4^, 

<a"Vj — y-  ~  '  5 o  ^ 


DOSAGE  (total) 


42$. 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

RBC 

ACHe 

uM/rnl  /rnin 

B28, B59 

0 

,54  M  & 

CS(c 

os/o 

B28 :  -^( 

B59: 

B29, B60 

0.  25 

n 

OZM 

B29 :  / 

660  •  iS.b  3 

B30, B61 

0.  50 

j> 

CM? 

om 

B30:  ^ 

861  *  id-i? 

B31, B62 

0.  75 

• 

CMS 

0353 

B31=  ^ 

B&2-‘  Idm 

B32, B63 

1.0 

/ 

m/3 

05  /3 

®3£:  ~X 

B33, B64 

1. 33 

mm 

c/m 

B33:A67- 

B6As;^.45 

B34, B65 

1. 66 

MS? 

mm 

B34:  32T 

B65:/L£4 

B35, B66 

2.  0 

lolO 

t0\3 

B35 :  )Qr 

B36 

2.  5 

104 2  

I0i3 

B  36 

B37, B67 

3.  0 

M3 

ill  3 

B37‘fU, 

B67:  j0  i4 

B38 

3.  5 

n 

II 43 

Ilf: 3 

B3Bi53o 

B39, B68 

4.  0 

n 

IM3  . 

iOl  3 

B39  !1£3 

B&B:lo.04 

B40 

5.  0 

ll 

I?l3 

!3>3 

B“°'4m 

B41, B69 

6.  0 

If 

/4  3 

)4i3 

841 ‘i.£ 

B69:  /C./> 

B42 

7.  0 

1 

Ini  3 

l5i3 

BASl  W 

B43 

8.  0 

1 1 

lb  (3 

1013 

B69A:^q 

B44 

10.  0 

if 

iSI3 

asc 

II M 

4-  ZJaOT  375 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  HppH  gmjnp 

LieCman 

k. 

F  M  L 

D/4? 

PROTOCOL  OAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin¬ 
istration  (0—2400) 

Route 

Bot  t  le 
I.  D.  ¥ 

5 

0SI*> 

os  n 

PO 

A'  ft 

DOSAGE  (total) 

PLASMA  CONCENTRATIONS 


page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

A iGr/ftfC- 

RBC 

ACHe 

uM/ml /min 

B45 

12.  0 

S4.JA0/J6 

£>0/3 

B45‘* 

B46, B70 

24.  0 

As!) 

o/r  /?> 

OS  13 

B46: 

B70: 

9 

1  o _ ,0/QO/ 

14  A& 

lAdZittL. 

page  10  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridogtigrTune 

Lietman 

TT77 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bot  tie 
I.  D.  # 

5 

g4  J7t/\)  S V 

ogi3> 

0%  1 3 

PO 

N& 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

OSLc  

rjgic 

*  ^  0 

0.  £5 

h 

om 

0  £&£ 

— 

0.  50 

f/ 

0?43 

om 

*  ^  0 

*  OK- 

0.  75 

If 

om 

CZ6? 

•?0 

1.0 

M 

CfVl 

#  r-  o 

1. 33 

h 

0433 

(fi&3 

*<?o 

1. 66 

it 

04S3 

£.  00 

U 

loll 

I0l3> 

*% 

#  yvi  c; 

2.  5 

u 

hA3 

M3 

3.  0 

h 

ml 

m3 

*33 

3.  5 

it 

1143  

M3 

4.  0 

ft 

ai3 

im 

V  J) 

5.  0 

a 

jit}  . 

6.  0 

/All 

I4i  3 

*Qu 

*  i\0 

7.  0 

 j.43 

/o/3 

8.  0 

ibi  3 

!(cfi  

10.  0 

\H2> 

ml 

377 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Hetman 

T>  U  Pi 

F  M  L 

bib 

PROTOCOL  OAMD  17-85-05133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

5 

MJAfJ  Sic 

0813 

O  8/J 

PO 

A /# 

DOSAGE  (total) 


page  2 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

34J? to  tb 

*  fJS) 

24.  0 

96W Sk 

C8(  3 

OSI5 

378 
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INVESTIGATOR’S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostipnine 

Lietman 

H  L  <3. 

F  M  L 

ilk 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMISTRY  VALUES  ,,  .  ,/  lQ 

Laboratory  CXJjJlA 


Screen  Predrug  Study 


TEST -.NORMAL 

eku&tifii 2 

ddmmmyy 

atLJMSk 

ddrnrnrnyy 

Q.i4Si 

ddrnrnrnyy 

ddmmmyy 

ddrnrnrnyy 

NA: 135-148  MEQ/L 

/4^ 

14; 

/3? 

K : 3. 5-5. 0  MEQ/L 

5 ‘  / 

4, 5 

3,9 

CL : 96- 1 09  MEQ/L 

/o* 

10  5 

/05 

C02: 24-30  MEQ/L 

aci 

04  ^ 

04 

SUN : 1 2— £5  MG/DL 

/f 

i4 

J3 

CREATrO.  4-1.5  MG/DL 

/.  > 

0*4 

/.  o 

GLU : 70- 115  MG/DL 

<75> 

„ZS3 

T. DILI :0. 3-1. 2MG/DL 

0‘  6.. 

0  4- 

0'?- 

D.  BILI  :  0.  1-0.  4MG/DL 

OJ 

0 .  0 

O'  / 

Cft : 9. 0-11.0  MG/DL 

f  0 '  0 

9.4 

/Q.  / 

P04 : 3. 0—4. 5  MG/DL 

si  o 

,9'  9 

3'  io 

3*3 

URIC  A:4. 2-8. 8MG/DL 

/ 

5s  4 

5 

T.  PR0T:6. 0-8. 5G/DL 

7^ 

3  3 

ALB.  :  3.  2-5.  3  G/DL 

4'  5 

4-3 

4.5 

AST : 0-35  IU/L 

o2V 

22 

<3/ 

ALT : 0-30  IU/L 

& 

23 

!4 

, 

ALK  PHOS : 0-95  IU/L 

44 

43 

43 

CHOL: 151-268  MG/DL 

4k)  o 

IS  I 

m 

i 

LDH: 0-200  IU/L 

145 

14-0 

145 

144 

/S5  ! 

CPK : 0— 1 60  U/L (male) 

ArD 

533 

35± 

//> 

90 A 

379 
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INVESTIGATOR’  S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostipnme 

Lietman 

TL4r.  B. 

F  M  L 

Wp 

PROTOCOL  E&MD  17-85-C-5133-02 

CHEMIBTRY  Vi 

Laboratory 

Screen  Predrug 

TEST: NORMAL 

ddmmmyy 

ddrnrnrnyy 

ddrnrnrnyy 

ddrnrnrnyy 

ddrnrnmy  y 

NO: 135-148  MEQ/L 

!4o 

K:3. 5-5. 0  MEQ/L 

4>  / 

CL: 96- 109  MEQ/L 

IOI 

002:24-30  MEQ/L 

SUN : 12—25  MG/DL 

CREAT:0. 4-1. 5  MG/DL 

/>  / 

GLU : 70- 115  MG/DL 

Fie 

T. BILI : 0. 3-1. 2MG/DL 

0'  4 

D. BILI : 0. 1-0. 4MG/DL 

0‘  / 

CA  :  9.  0-11. 0  MG/DL 

iO ,  0 

P04.-3.  0-4.5  MG/DL 

3 '  b 

URIC  0:4. 2- 8. 8MG/DL 

6-5 

T.  PR0T:6. 0-8. 5G/DL 

4.3 

ALB.  :  3.  2-5.  3  G/DL 

4.  4 

AST: 0-35  IU/L 

(3 

ALT : 0-30  IU/L 

13 

ALK  PHOS : 0-95  IU/L 

44 

CHOL : 151—268  MG/DL 

ICI5 

LDH: 0-200  IU/L 

m 

CPK : 0—160  U/L (male) 

St  udy 
Date 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

D  L  A 

F  M  L 

QHo 

PROTOCOL  1 7— 85— C-5 1 33-02 

HEMATOLOGY 

Laboratory  _ 


Sorpe^ 


UES 

%rja 

•CUfcju ujW1  Pf-frUH*  *  1  j 


TEST  NORMAL 

ddrnrnrnyy 

ddrnrnrnyy 

ddrnrnrnyy 

ddrnrnrnyy 

OSHtHiQ. 

ddrnrnrnyy 

Hgb 

13. 9-16. 3 

/4,  4 

14.  b 

(4.  4 

PCV 

4 1 . 0-53. 0 

^  4 

433 

44;  ■  L~ 

Pit 

150-350 

oc  3 

9>3S 

4<4  o- 

RBC 

4. 50—5. 90 

4,  ° 

4,9 

4  t  />' 

WBC 

4500-11000 

L>9co 

4  ooo 

4  3n0 

Bands 

a-e% 

n 

O 

! 

5 

Polys 

3 1 -76* 

3/ 

3/ 

P  ^ 

Eos 

1-4* 

4 

f 

C? 

rr 

v-  / 

Bas 

f 

o 

/~l 

c 

Lymphs 

£4-44* 

(oS 

54 

5tyL 

fttyp  Lyrn 

0 

o 

/ 

Monos 

£-11* 

r 

4 

n 

!0 

Other 

0 

0 

0 

Ret ics 

0.5-1. 5* 

vO.'b 

/•> 

St  udy 
Date 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

n  H  A 

F  M  L 

Oils 

PROTOCOL  DAMD  17-85-C-5133-02 

TEST  NORMAL 

isJhti  tflo 

ddrnrnrnyy 

JlJitUi. 

ddmmrnyy 

ddmftirnyy 

ddmrnmyy 

ddmrnmyy 

Color/Pp 

(tint- 

i\ dlcu) 

HeMtu) 

/LCt 

AlCb'idjd- 

Sp.  Gr. 

/  *  0(i  1 

■ 

i.CcH 

1 

1-0/ 9 

1 '  ^  s 

pH 

1.0 

lo.  0 

5'  c 

Protein 

fmo 

J'flPVG 

\\£C\ 

WGl 

Ketones 

w  f  

I'S  t\  . 

J 

P±C\ 

J 

ftiVi 

Occ  Bid 

r '  f 

rM\ 

J 

rjo 

7 

tuv,- 

Bi  1  i. 

3 

r.fci' 

- — I 

\\p(A 

77 

ru?.0 

J 

iv  r, 

RBC 

’] 



J 

"  J  " 

£ 

£ 

WBC 

e 

£ 

'O 

Casts 

& 

Af 

^6 

e 

Epi.  Cel 

£> 

& 

£ 

■'C' 

Crystals 

& 

> 

£ 

& 

Bacteria 

* 

ef 

& 

ELECTROCARD I OQRAM 


Date 

ddmmrnyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormal it ies 

/ 

y 

y 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Py ri Hn.qH  grrri  np 

Lietman 

12  L  A 

F  M  L 

b\\o 

PROTOCOL  EAMD  17-85-C-5133-02 

ADVERBE  EXPERIENCES 


383 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

LLi 

F  M  L 

bt^ 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmmrnyy 

Procedures 

— 

0  8s 

Screen i ng  la bor at  cry 

— 

History,  Physical  Exam 

0 

Admission 

<5, 

X  vJ 

5 

I  cert i f y  that : 


1)  I  have  carefully  examined  all  entries  on  the  data  collection 
forms,  consisting  of _ _ pages,  for  subject  I  *~f _ . 


2)  fill  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


dd/mmm/yy 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PycLdDStigpine 

Lietman 

t  -  LU 

F  M  L 

01 Z 

PROTOCOL  D^®.12-§5_-C-5133-02 

Date  of 


Date  of 


MEDICAL  HISTORY 

^  a/  (g' 

evaluat  Klf  Examiner 

dd  mmrn  yy 

^^6  Jfit 

birth  Uk)&tf££tl&4- 
dd  mrnrn  yy 


'UfcrJ'T  &.  '?£rmi  /??,/. 


print  name 


Age 

Sex 

Race 


rn_ 


No  Yes  Comments 


ftl lergy 

Tobacco  Use 

Alcohol  Use 

t/  * 

pact  /  -it’fcA 

Recreational  Drug  Use 

f 

StiAU/UCLtiCu  Cp  A ic-rtb 

Medications  past  £  weeks 

Experimental  Drug  Exposure 

(jHlL-'&klA,  Cc^Ux/dKOli 

Blood  or  plasma  donor 

U 

Prior  Surgery 

/?)>  4  e  / 

Eye,  ear,  nose,  throat 

^cc'CcA: 

Endocrine (diabetes, thyroid) 

C-V  (heart  murmur, HBP) 

i/ 

Pulmonary  (cough, asthma) 

(Uiac/ly. 

Hepat it  is, gastro-intest inal 

Genito-ur inary 

Musculoskeletal 

Neuropsych i at  r i c 

Pest icide/herbicide  use 

i/ 

Other 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  P^riLdostigoine 

Lietman 

f.  ;.ai 

F  M  L 

bi ? 

PROTOCOL  D6MD_12-85r£)- 5 133-02 

PHYSICAL  JEXAHX NAT? ON 

Date 

dd  rnmm  yy 


Temperat  ure 

Pu  1  se 

Respir 

Blood  Pressure 

Heiijjvt  (crn) 

Wt.  (kg) 

C 

_  ^‘•^L/win 

_/  <^/rnin 

-f  /  $> 

/yw.'o 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormal  it ies 

Head/Neck 

EENT 

Chest, lungs 

' Define mifl  of  Ohei-f  U)<Ui  (&  f>na  /nte tCCc&rtiL 

Clxh  udavri  i 

Heart 

l' 

Abdomen 

i/ 

Genital ia 

'JU 

) 

Rectal 

71 

V 

Ext remit les 

ix" 

Skin 

IX" 

'TIl/oos  0/^  St,  civ™,  (L)  Aand  y  ScUvi/R)  Shect/aL  d 

.(C)  *  j  4*  hfilvu  a.htut  jG  2<-<t , 

Neurologic 

IX 

~  'f  ' 

CHEST  X-RAY 

Date  3jf 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

L.  —  W- 

F  M  L 

bl> 

PROTOCOL  17-85-05133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddivimrnyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  adrnin- 
istrat ion  (0-2400) 

Rout  e 

Bott le 
I.  D.  # 

Tw&k 

6825 

O  °l  o  s" 

IV 

AH6 

o 

I 


"t  V^^NJL.  Ajf  ’>  T*  1  ^  ^ 


DOSAGE  (total) 

PLASMA  CONCENTRATIONS 


/.  33 


"S#- 


Sample 

No. 

Schedule 
T  ime 
(hours) 

“3 - 

Date 

ddmmrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CPYRIDOD 

fOG~/M^ 

RBC 

ACHe 

uM/ml  /rni  n 

B01,  B47 

0 

00  C  5 

OK  05  . 

B01  : 

B4y :,5,  ?? 

B02 

0.  08 

1 

CSAi 

,  '(Ac 

B0£  *?.??■ 

B03 

0.  16 

t; 

r  CSS 

cm 

B04, B4Q 

0.  25 

/• 

6'  f: 5C 

Of 6c 

BOGi/5? 

B^Ss/3./? 

B05 

0.  33 

ft 

C  $55 

C$56 

B057« 

BOG 

0.  42 

f  t 

mo.  

C'lcc 

B06!/« 

B07, B49 

0.  50 

t, 

(:Gc  5 

0cic5 

*”'30# 

B49 :  //.  /> 

BOG 

0.  58 

i 

oG/c  

nOtt) 

BOB:  fCj 

B09 

0.  SG 

Mi  5 

ccns 

B09:  q.Cfc 

BIO,  B50 

0.  75 

ft 

M3-0 

050c 

BIO*  fab 

B50:  //.% 

Bll 

0.  83 

i, 

f)G5S  

cqm 

Blt‘5.SZ 

B12 

0.  92 

tl 

nG3o  

CQia 

BiZ'3.?Z 

B13, B51 

1.  0 

h 

Mi5 

Mi  5 

B13s3,  to 

B51!  / )  ?5 

B14, B52 

1.  33 

1, 

CG55 

MSS 

B14:^ 

b52!  ya.  9jr 

B15, B53 

1.  66 

• 

loi  5 

.  jo/5 

B15:  !,fl 

B53:  /4  31 

BIG, B54 

2.0 

• 

h:30 

ic3S 

BIG:  y_ 

B54:  |4.^f 

B17 

2.  5 

" 

tl  75 

IIQ& 

B17 : 

MQOJyj 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

SL  liL 

F  M  L 

n 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  4 

f\ 

O A 

^’06  ■ 

O  °i  osr 

IV 

71  z3 

DOSAGE  (total) 


page  2 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CPYRID03 

t)Cr  /n 

RBC 

ACHe 

uM/ml /min 

BIB, B55 

3.  0 

/ L&5 

II& 

BIB:  ^ 

B5Stl6.ofc 

B19 

3.  5 

h 

l^-o  5 

l9o6 

B19:  ^ 

B20, B56 

4.  0 

(1 

t345 

/925 

B20: 

B21 

5.  0 

; 

/ 

i266 

B21 :  ^ 

B22, B57 

6.  0 

1430 

!4& 

B22:  ^ 

B57i  1 6- io9 

B23 

7.  0 

1 

1626 

i635 

B23: 

B24 

B.  0 

(\ 

(fc>35 

B24 :  ^ 

B25 

10.  0 

1, 

1X26 

if 26 

B25:  & 

B26 

12.  0 

<1 

9025 

9026 

B26 : ^ 

B27,  B5B 

24.  0 

Of 26 

OS25 

B27:^ 

B58:  ff'tf 

NP~=/r\£t  filLOX 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pvr-i  Hncf-i  gnTir,Q 

Lietman 

L  liL  a 

F  M  L  ^ 

I5' 

PROTOCOL  jm)_lZQS3-C-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istrate  ion  (0-2400) 

Route 

Bottle 
I.  D.  * 

£ 

Of  35 

O  °\  a%' 

IV 

“TiPr 

DOSAGE  (total)  _ ij. 

PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

OS  05 

0305 

*nj>% 

*  tP/c, 

0.  8 

b 

0.  16 

fi 

0.  £5 

OS  5c 

OS 5o 

*5o 

0.  33 

f  * 

0.  4£ 

V 

0.  50 

/• 

Dc/c5 

00  0  5 

#  5?~ 

*  too 

0.  58 

if 

0.  66 

0.  75 

i\ 

oqoo 

oOM) 

*60 

0.  83 

•( 

0.  92 

l< 

1.0 

1’ 

00/15 

0035 

*63 

*Y^ 

1. 33 

C  ci 

09  5^ 

*7 *0 

1. 66 

a /5 

/0/5 

2.  0 

fo  35 

/035- 

2.  5 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostiepiine 

Lietman 

£  IL 

F  M  L 

OR 

PROTOCOL  _^€)_17r_85-C-5 133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTISMINE 


Study 

Date 

Start  drug  admin¬ 

End  drug  admin- 

Route 

Bottle 

Day 

ddmrnrnyy 

istration  (0-2400) 

i st  rat i on  ( 0-2400 ) 

I.  D.  # 

n 

Pfflu  f)(o 

of  36 

IV 

71/- 

DOSAGE  (total) 


I  '  3  3/my^ 


page  2 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

H3>5 

*04 

3.  5 

U 

4.  0 

/t 

)?>  35 

*0^ 

5.  0 

\, 

6.  0 

!, 

14-35 

*k> 

«  ^ 

7.  0 

1 ■ 

8.  0 

r 

10.  0 

ft 

12.  0 

n 

24.  0 

0555 

*50 

*  m> 

#  ,■> 
4-" 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

fc_ 

F  M  L 

0/5 

PROTOCOL  IM)  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddrnmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott 1 e 
I.  D.  # 

ff 

l&55 

PO 

'btfUA/j C  t  jXjl'dl 


J  0 


=  3  £3^ 
- 


DOSAGE  (total) 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddrnmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CPYRIDOD 

A)  g/ml 

RBC 

ACHe 

uM/ml /min 

B28, B59 

0 

OS4o 

•  024  a 

BBBI* 

B59=  ,53  Cj 

B29, B60 

0.  25 

\i 

CC<!0 

sQ’- 

B29:  ^ 

BS0!  ISlc? 

B30, B61 

0.  50 

r 

ms 

B30i7.76 

B61:  I4.0<o 

B31, B62 

0.  75 

0 

£>940 

Ocl4o 

B31  t/0£ 

B6£:l2M 

B32, B63 

1.  0 

/i 

0555 

iH55 

B3£  •*//./ 

863 8  n.qo 

B33, B64 

1  •  33 

l< 

lo/5 

1015 

9331 13.2 

664  =  lo.% 

B34, B65 

1.  66 

r 

lo35  

ic  35 

B65: 10.04 

B35, B66 

2.  0 

li 

10  5  5 

1055 

B3Ss/o5 

B66:  jDi 

B36 

2.  5 

It. 

1/35 

H25 

B3e*l4Z 

B37, B67 

3.  0 

h 

u55 

H  55 

B67:  //,  /o 

B38 

3.  5 

It 

ms 

123c 

B38=U? 

B39, B68 

4.  0 

I\ 

1555 

12,5$ 

B39’  h 53 

B68 : //,43 

B40 

5.  0 

it 

365 

/  4.0/5 

B40: 

B41, B69 

6.0 

If 

1455 

355 

B41:^# 

B42 

7.  0 

i 

1555 

(565 

B42:  * 

B43 

8.  0 

I(c55 

Hr  $6 

B43:^4 

B69A 

B44 

10.  0 

M 

1155 

rf$5 

B44:_^r 

I43o 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  HnshigHD  np 

Lietman 

t  "  tL 

F  M  L 

[P 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin— 
i st  rat i on  ( 0-2400 ) 

End  drug  admin¬ 
istration  (0—2400) 

Route 

Bott le 
I.  D.  # 

4 

At.  Vt 

rS55 

_ r»grr _ 

PO 

7L/* 

DOSAGE  (total) 


page  2 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

OS/ml 

RBC 

ACHe 

uM/rnl/min 

B45 

12.  0 

3oi 5*  56 

Ao36 

B45:  ^ 

B46, B70 

24.  0 

.. 

Sis 

Of 55 

0555 

B46 :  ^ 

B70:  \55i 

0 

itjUi 

Agr  QA 

\£U  L  Xk 

392 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

t_  r_Ui 

F  M  L 

PROTOCOL  MMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

5 

0%55 

s  r 

PO 

?U2 

1 6? 


DOSAGE  (total)  _ 

PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

'hClA'r  L' 

MS5 

0165 

*45 

* 

#  cc 

0.  25 

if 

01 /« 

0Chm 

*2? 

— 

0.  50 

l 

0  625 

osm 

*  /v  0 

*  C’o 

0.  75 

1 

/YMv 

(Ittc 

*b? 

1.0 

1 

0455 

0155 

*54 

#  /v/0 

1. 33 

1015 

1 0(5 

«uo 

1 . 66 

/o3$ 

h3S 

*6(o 

2.  00 

«/ 

/u65 

in  65 

*5o 

#  N{) 

2.  5 

H 

i/25 

ll?S 

3.0 

u 

//65 

1155 

3.  5 

It 

122$ 

1 2  2  ^ 

4.  0 

1* 

(255 

065 

*(eQ 

«V() 

5.  0 

t. 

055 

1555 

6.  0 

1455' 

1455  

*60 

#  /VD 

7.  0 

i 

\655 

1655 

6.  0 

ii 

lb  55 

Ib55 

10.  0 

ii 

ms 

655 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

1  -col 

F  M  L 

OR 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin¬ 
istration  (0-£400) 

End  drug  admin- 
i st  rat i on  ( 0-£400 ) 

Route 

Bott 1 e 
I.D.  # 

6 

2>o(W 

0S65 

irr 

PO 

'll  ft 

DOSAGE  (total) 


page  £ 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmmrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-E400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

3^0j/Uv  fa 

3D6.5 

ch<5 

*A Jp 

£4.  0 

M55 

ns?  55 

*<V© 

VS 

# 

j 

394 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostipnine 

Lietman 

&_  1.1  U. 

F  M  L 

Di> 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMISTRY 

Laboratory 


Screen  Predrug 


TEST: NORMAL 

G/'n 

dcfoimmyy 

^kOllLXk 

ddrfirnrnyy 

ddmmmyy 

i?  ttt*  ffr 

ddmrnrnyy 

ddmriimyy 

NA : 135-1 48  MEO/L 

Mo 

Tjy 

Mo 

Ml 

K:3. 5-5. 0  MEO/L 

4.  4 

4? 

4  r 

CL: 96- 109  MEO/L 

fO 

'njr 

lo  4 

10  > 

COS : £4-30  MEO/L 

rur 

/? 

So 

SUN : IS— £5  MG/DL 

tCr 

(  T 

/  5 

/o 

CREAT : 0. A— 1 . 5  MG/DL 

DM 

h?* 

o-4 

A  c 

GLU : 70—1 15  MG/DL 

?> 

cn 

Z? 

nb 

T. DILI :0. 3-1.  SMG/DL 

/■  > 

C-  ? 

c*b 

0,  4 

D. BILI :0. 1-0.  4MG/DL 

- — 

0-  ! 

o>  c 

0‘  / 

CA: 9.  0-11.0  MG/DL 

q.is 

/•  f 

51  51 

y  / 

P04:3. 0-4. 5  MG/DL 

4.  / 

4-P 

4.  ?' 

S'  b 

URIC  A : 4. £—8. 8MG/DL 

f  t 

5.> 

4-  o 

4.  4 

T.  PROT :  6.  0-8.  5G/DL 

(e-b 

?./ 

— 

4.  o 

ALB.  :3.  £-5.  3  G/DL 

4.c! 

4-  ? 

4-1 

4.<? 

AST: 0-35  IU/L 

// 

34 

3.2 

/? 

ALT: 0-30  IU/L 

4 

lb 

Z 

/3 

ALK  PHOS : 0—95  IU/L 

49 

44 

45 

45 

CHOL : 1 5 1 — £68  MG/DL 

5UC/ 

s\  s\ 

dd  + 

LDH : 0— £00  IU/L 

— 

lb? 

n-<? 

144- 

CPK : 0—160  U/L<male) 

— 

S05 

54-0 

— 

St  udy 
Date 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

L  r_  Ui 

F  M  L 

6l> 

PROTOCOL  1 7—85— C— 5 1 33— 02 

HEMATOLOGY 

Laboratory 


Screen  Predrug 


TEST  NORMAL 

llte&Mi 

ddmrnmyy 

ddrilmrnyy 

ddrwrnmyy 

UJliiJL 

ddmmrnyy 

ddmmrnyy 

Hgb 

13. 9-16. 3 

14  / 

15,5 

14. 5 

/5,  5 

PCV 

4 1 . 0-53. 0 

4/>  ? 

46>  3 

47-6 

46>  3 

Pit 

150-350 

343 

3Ltl 

1 % 

RBC 

4. 50-5. 90 

4,53 

5.01- 

4'  f  5 

5,/3 

WBC 

4500-11000 

(dooo 

42oo 

47cc 

4  To  0 

Bands 

£-6* 

5 

0 

ci 

3 

Polys 

3 1 -76* 

4/ 

40 

34. 

Eos 

1-4* 

n 

t 

0 

4 

0 

Bas 

/ 

0 

/ 

/ 

Lymphs 

£4-44* 

47- 

4 a 

3 

4V 

Atyp  Lyrn 

i — s' 

/ 

0 

Monos 

£-11* 

3 

14 

O 

j 

3 

Other 

0 

0 

0 

O 

Ret ics 

0.  5-1.5* 

J-i>. 

nJ,^ 

tUh. 

. 

St  udy 
Date 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

_i  L 11 

F  M  L 

[)R 

PROTOCOL  DAMD  17-85-C-5133-02 

URINALYBX8 

Laboratory 


Screen  Predrug 


TEST  NORMAL 

Mm  *.sk 

ddn^nmyy 

3iQiv»M 

T7  ~*  *“ 

ddmrnrnyy 

ddmrnrnyy 

ddmrnrnyy 

ddmrnrnyy 

Color/ftp 

thuo 

uMtru 

diruAb, 

Sp.  Gr. 

j.0%0 

!<  oTCr 

/,  OlV 

pH 

1 ,  u 

Lo 

Prot ein 

m 

-  b.rfi 

Ketones 

j 

ML  

0 

/>  00. 

Occ  Bid 

r&cv 

1*  f: 

M 

Bili. 

Ml\  

RBC 

y 

9 

Ml 

p- 

WBC 

 9 

9 

9 

Casts 

# 

Co 

LL 

Epi.  Cel 

V  : 

Co 

£ 

Crystals 

<? 

/ 

a 

Bacteria 

0 

£ 

0 

St  udy 
Dat  e 


ELECTROCARDIOGRAM 


Date 

ddmrnrnyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormal  it ies 

22Sfdiy\ 

t/ 

tX 

/ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  J>yri.ringH  prrn tip 

Lietman 

l  LL 

F  M  L 

protocol  DAMD  17-85-C-5133-02 

ADVERSE  EXPERIENCES 


check  if  none  occurred 


ADVERSE 

EVENT 

ONSET 

(Dat  e/Tirne) 

CESSATION 
Date/T  irne 

SEVERITY 

(Check) 

REL’N  TO 
TEST  DRUG 

ACTION 
(Check ) 

# 

□ 

□ 

□ 

dd  mrnrn  yy 

dd  mrnrn  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treat  rnent 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

# 

□ 

□ 

□ 

dd  mmm  yy 

dd  mmm  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
dr  ug 

COMMENTS  (Indicate  #  and  event) 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridos tigpane 

Lietman 

III  fi.  IL- 

F  M  L 

A// 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmrnmyy 

Procedures 

— 

'ZiS/nUis 

Screen i ng  laboratory 

History,  Physical  Exam 

0 

Admission 

a 

5 

360 

U  o 

I  cert i f y  that  s 

1)  I  have  carefully  examined  all  entries  on  the  data  collection 

forms,  consisting  of  _ pages,  for  subject  #  Q  j  ^ _ - 

2)  All  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  rny  knowledge,  is  correct. 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PycUbstiSlrilie 

Hetman 

uL  it  (4. 

F  M  L 

616 

PROTOCOL  DAMD  12-S1-C-5133-02 

Date  of  birth 


Age 

Sex 

Race 


^^  MEDICAL  HI8T0RY  /y  ^y^uL- 

Date  of  evaluat  ion  _ /8b  Examiner  ^ 

55  =  "  ae^/r  I~m7u  ny 

!j_ / print  name 
dd  mmrn  yy 

_^£lyrs 

/?? 


,6 


No  Yes  Comments 


A1  lergy 

Tobacco  Use 

\S 

/  (£  ppy 

Alcohol  Use 

y 

(  &  fdcfZ  / M&b 

Recreational  Drug  Use 

y 

J 

Q  A-  uJtd(S^  ll/Lct  mcrctiu  Coc-t 

Medications  past  £  weeks 

y 

^  O  d-  /£- 

Experimental  Drug  Exposure 

y 

dt'hm  rtutt-Ln 

Blood  or  plasma  donor 

/ 

u 

AloHjidiiH  bund  d(nc  i  d  y‘uQr< 

Prior  Surgery 

/ 

'tfepfcb  of  lufu  SjMcUiu  ^  heJ* 

JuAcdbrnd  ffi eu»wfHvHAt  Vul  ?  chJ.  i 

Eye,  ear,  nose,  throat 

i/ 

Vtayy  Q(a.<iaLJ 

Endocrine (diabetes, thyroid) 

l/ 

C-V  (heart  murmur, HBP) 

y 

Pulmonary  (cough,  asthma) 

1/ 

Hepat it  is, gastro- intest inal 

y 

Gen i t  o-ur i nary 

y 

Musculoskeletal 

y 

Neuropsych iatr ic 

y 

Pesticide/herbicide  use 

%  doff  c  Irtdiu  -job  Ifys  'fctlfaj 

Other 

y 

-fti 


400 


page  3  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  ExEicbatigsrine 

Lietman 

lit  j± 

F  ML 

i\i 

PROTOCOL  BaMR_.lZ-85r£r5133-02 

PHY8ICAL  EXAMINATION 

Datec5^/v|«V/  K& 

dd  mmm  yy 


Temperature 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt.  (kg) 

u 

l 

1 

1 

 ^*/rnin 

j^jp/rni  n 

JpO  / 

/y Xc 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormalities 

Head/Neck 

■/ 

Short/  A tfte  {%/ SC  OL'utc*-' 

0 

EENT 

1/ 

^eLe/cCAc  77??  i  drtXoiiX/SJ>LLjt  HjlaaJ.  cUvutied. 

Vr  ('i)  .  terter'Jirp  font 

Chest , 1 ungs 

J 

Heart 

Abdomen 

/ 

s/ 

Genital ia 

7U) 

Rectal 

7U 

Y" 

J 

Ekt remit xes 

i  ' 

Skin 

iy 

TclUvus  shcvLtdoi  f-  CQ-fozeoA.*,  sca.'u  and£t&i  oA. cat 

/tflAiUAlUs'for*.  dha/  'fu  ht  dacentrUS.  { 0  Ao/te^O/n  , 

Neurologic 

Scroll  prwCrntLL  sihu*nP 

CHEBT  X-RAY 

Date 


NORMAL 

)L 

ABNORMAL 

Describe  abnormal  it ies : 

401 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

sr  hl 

F  M  L 

Dlt 

PROTOCOL  17-85-C-5133-02 

- 1 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  adrnin- 
i str^t i on  ( 0-2400 ) 

Route 

Bot  tie 
I.  D.  # 

01  if 

IV 

Tlfr 

)  J  ^  U 

- 


P-  *2- 


4n 


2T 


DOSAGE  (total) 


rrr^_ 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  i  me 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

A)(t/m/- 

RBC 

ACHe 

uM/m  1  /rn  1  r< 

BOl , B47 

0 

flitkuSU 

D?o5 

n%5 

BOl 

B47!/m/ 

B02 

0.  08 

it 

iy-H? 

B02:  i% 

6iS 

B03 

0.  16 

am-' 

B03  i/Q£ 

B04, B48 

0.  25 

t: 

eo*>  4?J 

B48  $  a 

B05 

0.  33 

t 

OS 

om& 

B05*/3.9 

BOG 

0.  42 

<• 

OdaZ® 

tA#* 

806 'X>J„ 

B07, B49 

0.  50 

/ 

Ocio9r^ 

B07,  /l<j 

B49:  10.41 

B08 

0.  58 

t' 

OCi  13 

«i3 

BO  Bl/1.5 

B09 

0.  66 

(i 

0cllp  

—£011 

B03-./OS 

BIO, B50 

0.  75 

'< 

04  P3 

—0373 

B10‘S,67- 

®50  XIQ.U 

Bll 

0.  83 

m? 

Blls^5C) 

B12 

0.  92 

t 

Oci3 

B12 

B13, B51 

1.  0 

t, 

oQW 

B13tf 

B51 :  //,4? 

B14, B52 

1. 33 

\, 

.  m 

B!4  *^,/9 

B52: 13.04 

B15, B53 

1. 66 

U 

10  t  $ 

lolS 

B53!  ,3.1*5 

BIG, B54 

2.0 

i , 

ID  32 

m 

BIG:  ± 

B54!  IJ.JU 

B17 

2.5 

f  t 

ll  D? 

not 

-*  .i>c£o-uj —  402 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostignLne 

Lietman 

nr  tLL 

F  M  L 

u 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY;  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0—2400 ) 

Route 

Bottle 
I.  D.  # 

/> 

Si 

DBF 

0^0$ 

IV 

T.ft 

DOSAGE  (total) 


/  <  3o? 


page  2 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CPYRID03 

RBC 

ACHe 

uM/ml /min 

BIB, B55 

3.  0 

P 

li  3* 

il-B 

BiBs  ^ 

B19 

3.  5 

V 

\ 

acs 

130? 

B19;^ 

B20, B56 

4.  0 

1 

-.12$%. 

|33? 

B20;  ^ 

B56;,34| 

B21 

5.  0 

1. 

m 

m 

B21i^- 

B22,  B57 

6.  0 

{• 

IBS’ 

143? 

B22  t-)f- 

B57 :  13.40 

B23 

7.  0 

M 

m 

m 

B23 

B24 

8.  0 

0 

m  n 

m 

B24*^ 

B25 

10.0 

fc 

IBS 

.  m 

B25i^_ 

B26 

12.  0 

(I 

So3u 

...  %>3t 

B26s 

B27,  B5B 

24.  0 

M  < 

CBS 

oizs 

B27 

B58‘/3'3> 

V 

V  JbdLfru;  403 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  J^Eidosti^iane 

Hetman 

It.  fct.  LL 

F  M  L 

D\t 

PROTOCOL  JQAMD_17Qa5-C-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

d- 

1 

_ Q£3l _ 

IV 

9t  ft 

DOSAGE  (total)  _ Li3.2 ' 

PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 
Gr  i  p 
L/R 

Coord 

Test 

0 

P  (L  Hi 

0s05 

D$05 

*  nj?) 

#  &  tC^ 

0.  8 

J 

0.  16 

0.  25 

// 

{&?> 

0S53 

0.  33 

0.  42 

0.  50 

i , 

02og 

0403 

*1$ 

* 

*  C'~ 

0.  58 

0.  66 

0.  75 

/' 

0.  83 

0.  92 

1.  0 

if 

/)<?  3$ 

0233 

«go 

*  Kl<^ 

1  •  33 

t. 

0452 

ncl5y 

#  'VO 
*n  {  7 

1. 66 

I 

1C  IS  

fc  /  S 

«?> 

2.  0 

h 

lo3? 

lot? 

#  fo  0 

2.  5 

404 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pvridostigpiine 

Lietman 

W  1 /  ;  / 

u>_ 

F  M  L 

Dl^ 

PROTOCOL  JW€>_ lZ-_85-C- 5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmrnmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bottle 
I.  D.  # 

& 

d*(ki$k 

OX  iz 

IV 

*71^ 

U 


DOSAGE  (total) 


page  2 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ua 1 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

y^Ctiu Ik 

wm 

nzX 

*  *0 

3.  5 

'J 

4.  0 

i  * 

12% 

MX 

*  n)  0 

5.  0 

6.  0 

(.4%. 

 l43£ 

*  N  0 

7.  0 

6.  0 

10.  0 

12.  0 

( 

24.0 

ce 

mx 

*  tJ  Q 

405 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmne 

Hetman 

Ll  fi  Lk 

F  M  L  | 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  adrnin- 
ist rat  ion  (0-2400) 

End  drug  admin¬ 
istration  (0-2A00) 

Route 

Bott le 
I.  D.  # 

5 

n  & 

GQfrb 

O  5  cr* 

PO 

71  Pr 

&JiLn£:e  4  /fXjjuAc 

!  6  ** 


7,  &35H 
5^424-3 


10 


DOSAGE  (total)  _ L3L-CCf3^_ 

PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2A00) 

Actual 
Clock  Time 
(0-2A00) 

CPYRID03 

M  G-jMC 

RBC 

ACHe 

uM/rnl  /rnin 

B28, B59 

0 

foiluSk 

C$43 

7^4? 

B28 :  ^ 

B59!  |345 

B29, B60 

0.  25 

Jo 

0Qt5 

04 1 3 

B29 : 

B60s  \b-  35 

B30, B61 

0.  50 

!i 

0430 

04 3c 

B30  ,%Qi 

Bsi:  Q.Xt* 

B31, B62 

0.  75 

1/ 

CM  5 

0445 

B31  :  J=f  Gj 

B62 :  i0(jGj 

B32, B63 

1.0 

h 

10  00 

to  00 

632  =/+.? 

B63:  IQ, j} 

B33, B6A 

1 . 33 

tf 

1 0  4o 

 lo3o 

B3  3:fl.y 

idas 

B3A, B65 

1. 66 

It 

fo4o 

io40 

B34:  11$ 

B65: 10‘ 65 

B35, B66 

2.  0 

u 

hoo 

II  CO 

B3S  =  7,7f 

B66:  io.?3 

B36 

2.  5 

It 

t/3o 

II 30 

B3fc:^0/ 

B37, B67 

3.  0 

\ 

13-06 

J. 360 

B37  tSAh 

B67:  ,,.,4 

B38 

3.  5 

V 

/ 3*3  0 

aio 

B38  44 

B39, B68 

A.  0 

It 

/600 

lico 

B39 

B68://,4> 

BAO 

5.  0 

r 

/4cr6 

14-04) 

b*o  <3 

BA  1 , B69 

8.  0 

'  1600 

\6d 

BA1  s  + 

b69:/2.|T 

BA2 

7.  0 

'' 

/faGC 

IM 

B*Zl4- 

BA3 

8.  0 

1 

/3c0 

j  4 00 

BA  3  t-jf^ 

B69A :  13, 

BAA 

10.  0 

1400 _ 

1  cnro 

BAA:  -£r 

id-  ^ 

Ju<i(yur  A  t  406 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri 

Lietman 

unmr 

F  M  L 

81 1 

PROTOCOL  EttMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drag  admin- 
istrat ion  (0-S400) 

Route 

Bott le 
I.  D.  # 

5 

SoC 

dM 

c4c  z, 

(O 

PO 

11  fit 

V/ 


DOSAGE  (total) 


PLASMA  CONCENTRATIONS 

page  £ 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

RBC 

ACHe 

uM/ml /min 

B45 

12.  0 

30  (ito 

dl(TJ 

rO/O^J 

B45:  ^ 

B46, B70 

24.  0 

A  ri 

(fioo 

(ft  00 

B46:ife 

B70s  13'% 

"  T  1  " 

0 

± 

Kfi  MM 

it  Aw 

khx&L _ 

407 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyrldps tigmine 

Lietman 

ni  nr 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

5 

0*\(ro 

Oc 1 

PO 

"71  At 

l(o 


DOSAGE  (total)  _ 221^6 

PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

0 

04  07) 

*?<> 

*  to 

#  &L 

0.  25 

Q°\(S 

0.  50 

0Q$o 

^  fsi  O 

0.  75 

0CI4  5 

*56 

1.0 

ICQC 

* 

1. 33 

Lote 

*ZQ 

1. 66 

1040 

*?L 

2.  00 

1100 

* 

2.  5 

3.  0 

\7oo 

•Z4 

3.  5 

4.  0 

l3oo 

*$0 

*  k;S3 

5.  0 

6.  0 

..  1 5 oo 

*  tJE> 

7.  0 

a.  0 

10.  0 

408 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lie  Oran 

141  ii  LL 

F  M  L 

1)\1 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 

Date 

Start  drug  admin- 

End  drug  admin- 

Route 

Bottle 

Day 

ddrnrnrnyy 

ist  rat  ion  (0-2400) 

ist rat  ion  (0-2400) 

I.  D.  « 

5 

0  9c  o 

PO 

7l£) 

DOSAGE  (total) 


page  £ 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddrnrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

May 

3-too 

*  to*) 

£4.  0 

'h( knj& 

0c[c°o 

CP,  (To 

*  r\5) 

409 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

innr 

F  M  L 

6|? 

PROTOCOL  DAMD  17-85-C-5133-02 

Screen  Predrug 


St  udy 


TEST: NORMAL 

ddmmmyy 

ddWirnrnyy 

ddnrfmmyy 

ddmrnrnyy 

3lQl^l 

ddmrnrnyy 

Nft : 1 35—148  MEQ/L 

(4! 

(4i 

/4/ 

t4  ! 

K: 3. 5-5.0  MEQ/L 

45 

f-3 

58 

CL: 96- 109  MEQ/L 

l  A  -2, 

/up 

1C  5 

ick 

J.QJ 

COE: 24-30  MEQ/L 

,2,f 

Q9 

SUN : 1E-E5  MG/DL 

8 

/3 

// 

/P- 

CREAT:0. 4-1.  5  MG/DL 

ho 

A  ‘ 

CM 

GLU : 70-1 15  MG/DL 

/zc 

85^ 

T. BILI : 0. 3-1. EMG/DL 

0-  T 

0,  7- 

r,.i- 

D. BILI :0. 1-0. 4MG/DL 

£ '  ! 

6'  7  

0 '  c 

CA:9. 0-11.0  MG/DL 

Q.  o 

?*  7 

P04:3. 0-4.5  MG/DL 

cx  -  / 

&  / 

URIC  A:4. 2-8. 8MG/DL 

4.  & 

 4,/ 

4-3 

5:^ 

T.  PROT : 6.  0-8.  5G/DL 

6 '9 

Lo‘5 

— 

3-/ 

ALB. :3. 2-5. 3  G/DL 

4P 

4 ■  / 

4M 

4^6 

AST :0-35  IU/L 

/? . 

/p- 

J P- 

55 

ALT: 0-30  IU/L 

lO 

!c/ 

/4 

ALK  PHOS : 0—95  IU/L 

Po 

4? 

4  3 

4^ 

CHOL: 151-268  MG/DL 

15 ? 

(5 

/5V 

/?4 

LDH: 0-200  IU/L 

— 

nt 

/  36 

(51 

- - 

CPK : 0—160  U/L (male) 

— 

-*4 

,53 

— 

Date 


410 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

nr 

F 

54 

0 

1? 

ppQyQ^Q!^  DAMD  1 7 —85—C— 5 1 3 3 ""02 

HEMATOLOGY 

Laboratory 


VLf 


Screen  Predrug 


TEST  NORMAL 

ddmfnmyy 

AbkiiMi 

ddrnmrnyy 

ddmrnrnyy 

3LQfJi.Sk 

ddmrnrnyy 

ddmrnrnyy 

Hgb 

13. 9-16. 3 

i5.  o 

M  ?  . 

14-  b 

15,  / 

PCV 

41. 0-53.  0 

44J 

43.  b 

42'5 

44,? 

Pit 

150-350 

lb  / 

cQj  (/> 

a<5? 

334- 

RBC 

4. 50-5. 90 

4-1$ 

4 i.(p  ! 

4.07- 

4,fS 

NBC 

4500-1 1000 

unrh 

0  1  u  u 

53oo 

Gooo 

Bands 

a-s% 

tl- . .. 

<e 

3 

Polys 

31-76% 

5/ 

4? 

So 

43 

Eos 

1-4% 

S) 

Si 
s.  y 

o 

3 

Bas 

o 

0 

0 

n 

C' 

Lymphs 

£4-44% 

13 

3/ 

4o 

fttyp  Lyrn 

£> 

/ 

u 

/ 

Monos 

£-1 1% 

(r 

9 

fo 

(p 

Other 

o 

0 

o 

o 

Ret ics 

0.  5-1. 5% 

O.'b 

St  udy 
Dat  e 


411 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigprirte 

Lietman 

III  i  it 

F  M  L 

01? 

PROTOCOL  DAMD  17-85-C-5133-02 

URINAL Y8Z8 

Laboratory 


Screen  Predrug 


TEST  NORMAL 

ddrnrnrnyy 

j&C&tJ&L 

ddrnrnrnyy 

$(QthSb 

ddnunrnyy 

ddrnrnrnyy 

ddrnrnrnyy 

Color /Ap 

Olivdx) 

i 

• 

a 

CO 

! ,  0 

u 

/.  Oc^O 

•m/ 

i-oft 

pH 

?.o 

(p,  5 

if-  0  ... 

Protein 

rxq' 

-  i\JA 

- 

Ketones 

0 

rJo, 

j 

n#Ci 

/ 

rJf' 

Occ  Bid 

u 

pJtj 

J 

j 

M£\ 

Bili. 

Me* 

wc) 

.  fiSt]  . 

RBC 

w' 

£r 

0 

i 

WBC 

e 

0 

AMi- 

Casts 

-& 

& 

Epi.  Cel 

e 

#  . 

Cryst als 

£ 

Bacteria 

& 

St  udy 
Date 


ELECTROCARD I 08 RAM 


Date 

ddmmmyy 

NORMAL 

check 

ABNORMAL 

check 

Descr ibe  abnormal  it i es 

2  2-^Ui  ^ 

/ 

i/ 

'£>/Jbr\ 

v/ 

412 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  fVigH  prrn  np 

Lietman 

BZ  it  il 

F  M  L 

m 

PROTOCOL  D4MD  17-85-C-5133-02 

ADVERSE  EXPERIENCES 


check  if  none  occurred 


ADVERSE 

ONSET 

CESSATION 

SEVERITY 

REL’N  TO 

ACTION 

EVENT 

(Date/T  irne) 

Date/T  irne 

(Check) 

TEST  DRUG 

(Check) 

# 

□ 

□ 

□ 

dd  mrnrn  yy 

dd  mrnrn  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treat  rnent 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

□ 

□ 

□ 

dd  mmm  yy 

dd  mmm  yy 

Mi  Id 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

d  r  u  g 

COMMENTS  (Indicate  #  and  event) 


413 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridosti^nine 

Lietman 

OL  C.  L 

F  M  L 

b/f 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmmmyy 

Procedures 

— 

Screen i ng  1 aborat  ory 

— ■ 

History,  Physical  Exam 

0 

Admission 

3£\] 

£ 

I  cert  1 f y  that : 


1)  I  have  carefully  examined  all  entries  on  the  data  collection 
forms,  consisting  of  _ pages,  for  subject 


£)  fill  information  entered  onto 
this  sub.iect.  to  the  best  of 


the  data  collection  forms  for 
my  knowledge,  is  correct. 

dd/mmrn/yy 


A1A 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PxcLstostigPSDe 

Lietman 

rr  £  a 

F  M  L 

0/f 

PROTOCOL  DAMD  12-81-C-5133-02 

Date  of 

Date  of 

Age 

Sen 

Race 


No  Yes  Comments 


A1 lergy 

l/ 

Tobacco  Use 

1/ 

Alcohol  Use 

1/ 

J  J 

(0  'frtXC  t  /j. tricks 

Recreational  Drug  Use 

V  ■  ■ 

Medications  past  2  weeks 

1/ 

Experimental  Drug  Exposure 

(X 

7 \a.i**aJztneiicj  S/ -S' 6 

Blood  or  plasma  donor 

1/ 

Prior  Surgery 

1/ 

'U\)\ilikcaL  J\JA i uM/’J' dptuj  to 

Eye,  ear,  nose,  throat 

Endocrine (diabetes, thyroid) 

C-V  (heart  murmur, HBP) 

(/ 

Pulmonary  (cough, asthma) 

// 

Hepatitis, gast ro-intest inal 

Gen ito-ur inary 

1/ 

Musculoskeletal 

Neuro psych iatric 

Pesticide/herbicide  use 

1/ 

nuuiiMi  ci 

Other 

415 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  P^ndestLisane 

Lietman 

7  &  Z 

F  M  L 

M 

PROTOCOL  DSMH IZ-SSrXJr 5 133-02 

PHYSICAL  EXAMINATION 

Date 

dd  'wmm  yy 


Temperat  ure 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt .  ( kg  > 

u 

1 

1 

_  fcp  _/u\irt 

Ub  /  77 

7WY~77 

IpI  .  jL 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormal i t ies 

Head/Neck 

EENT 

Chest, lungs 

— 

Heart 

i/ 

ftbdomen 

1/ 

J'7yf  Ci>n jed  mfa.  u  CUj 

Genital ia 

Rectal 

X 

iT 

Ext remit ies 

Skin 

"hXs,  .  £c4u/sQ  (i/lu^Tcff/ ^4wt 

Neurologic 

s 

( 

L.elf  I/iAtd-id .  fy.tf-  7k co 

l . .  r  7j 


416 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigpdne 

Lietman 

in  j?  c. 

F  M  L 

(T 

<o 

PROTOCOL  17-85-C-5133-02 

's  v^»V  (#0‘%  ‘  MEDICATION  RECORD 

STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmnimyy 

Start  drug  admin- 
i st  r a t i on  ( 0-2400 ) 

End  drug  adrnin- 
istrat ion  (0-2400) 

Route 

Bot tie 
I.  D.  # 

Q. 

on  1"7 

on  m i 

IV 

r-0  A 

- <L«_  X-  4 

v  ->  <->  DOSAGE  (total)  \.  J  J.  Oro-C' 

'*  ^  A*^  ~  ** ~ 

PLASMA  CONCENTRATIONS 


tO^> '  n'VXo 


u-i-Co  C-^ cn —  3l3-  \  xpr-ao  4-v^  c  y 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmrnyy 

Scheduled 
Clock  Time 
<0— £400) 

Act  ual 
Clock  Time 
( 0-£400) 

CPYRID01 

NG-/ ML 

RBC 

ACHe 

uM/ml /min 

B01 , B47 

0 

OS’ on 

BOi  S  ^ 

B47 'ii  it 

B02 

0.  08 

1  V 

z 

Cc|^^ 

BO2i/0$ 

B03 

0.  16 

t  . 

B03: 

B04, B48 

0.  £5 

4  , 

0° 131 

B0/"/fJ 

B48!7-  (A 

BOS 

0.  33 

(A 

o°?  m 

37 

B0S  */W 

B06 

0.  4£ 

\  % 

B07, B49 

0.  50 

4 

o°>k  n 

ctfkn 

B07‘JHA 

B49 :  ?.p/ 

B06 

0.  58 

\ 

Oa i  S~2 

c x 

B0B  ’IU 

B09 

0.  66 

L 

BOS-.ft'/ 

BIO, B50 

0.  75 

t  s 

/  0 

Bl0i%4i 

B50 :  9. 

Bll 

0.  83 

*\ 

I  oor) 

/ 

Bl£ 

0.  9£ 

1 

l 

f  o  )5 

iO\X. 

B1 2.l(o$t> 

B13, B51 

1.0 

4  , 

/  o>  rH 

!  o  /9 

Bl3,4JZ 

B51  : 

B14, B5£ 

1.  33 

'• 

/o30 

/  o^7 

B14:  ££>9 

B1 5,  B53 

1.  66 

\ 

/osn 

ids'? 

B15:3(/£ 

B53:  9,^. 

BIG, B54 

£.  0 

1. 

inn 

)  /  n 

B16:  /,£/ 

B54:  (j'ft 

B17 

£.  5 

4 

l/kl 

UHl 

B17!  ^ 

tn  t  r\  i  t  >- n  Ann  t  is 


^SmOiTJ'lKtrj 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostignLne 

Lietman 

£  F  c. 

F  M  L 

OH 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

A 

(kX 

n3t3 

0341- 

IV 

71 H 

DOSAGE  (total)  _ 

PLASMA  CONCENTRATIONS 


page  2 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CPYRID03 

RBC 

ACHe 

uM/ml /min 

BIS,  B55 

3.  0 

Ft 

1)3: 

BS5i/o6f 

B19 

3.  5 

1 

\lA3 

l^4r 

B20, B56 

4.  0 

<  ( 

B20:/,5-/ 

B56 : 

B21 

5.  0 

(■ 

(4 L* 

(4/7 

B21  i  ^ 

B22, B57 

6.  0 

( 

i5 

15(4 

B22:  ^ 

WS7'lo,S$ 

B23 

7.  0 

(f 

llcP 

\ICir 

B23 :  ^ 

B24 

B.  0 

<i 

till 

PP 

B24:  ^ 

B25 

10.0 

( 

lc(  17 

iqn- 

B25 :  ^ 

B26 

12.  0 

(1 

4?y  i-i 

3113 

B26s  NH 

B27, B58 

24.0 

0<ti! 

04(0 

B27:  ^ 

B58: 

7 

^  AaXiDj^ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND 

Lietman 

ill  H  <1-. 

F  M  L 

PROTOCOL  jm)_17Qa5-C-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

£ 

zfckuih 

cq 

Qq4  7- 

IV 

Ah- 

1. 34 


DOSAGE  (total)  _  _  _ 

PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

c>  /.^ 

0  9/5 

*6<:> 

*  M  <0 

*  0/C* 

0.  8 

1 

0.  16 

0.  25 

(> 

f)  cf 

0  •  o 

0.  42 

0.  50 

!, 

0949' 

094-9- 

*(o4 

* 

0.  58 

0.  66 

0.  75 

/' 

(06^ 

ID  O' 

0.  83 

0.  92 

1.0 

lr 

/C/3l 

!0O 

# 

1  •  33 

// 

/o  33 

,cO 

*To 

1. 66 

/' 

(0$?- 

... 

Vf 

2.  0 

h  O 

,fO 

#  hff 

#  f^C) 

2.  5 

419 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostigpiLne 

Lietman 

01  i-  £ 

F  M  L 

PROTOCOL  DAMD  H-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmrnrnyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

M(kA 

O'? 

0ct4^t 

IV 

/> jP- 

DOSAGE  (total)  _ T^f‘ 


PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No- 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

Jfm  0 

•  5 

<T 

4.  0 

// 

l 

/3/t^ 

ih^ 

*  \J 

5.  0 

6.  0 

ft 

/S77- 

151 ^ 

#  rO  0 

7.  0 

6.  0 

10.0 

12-0 

24.  0 

09!*- 

OQ/o 

#  Ofc-. 

J 

420 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

m  t  e 

F  M  L 

6tf 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddrnmmyy 

Start  drug  admin- 
ist rat  ion  (0-2400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

5 

5 /Ck*  5k 

02  ft 

cm 

PO 

+  /Pl/Xidc  '  7  ■  ('  ?>6Po  ^  DOSAGE  (total)  _ /_G?_ /2Z^_' 

s  PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddrnmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

hg/mc 

RBC 

ACHe 

uM/rnl  /mi  n 

B28, B59 

0 

ty  (kiiSfc 

OF'/ 

oz.og 

B28 :  ^ 

B59:  //./?* 

B29, B60 

0.  25 

J 

1 1 

08  2  (e 

oskL 

BZSi^g 

B60!  lO-ob 

B30, B61 

0.  50 

0 

o&; 

0S4  ( 

B30:  ,5^ 

B6l!  2-% 

B31, B62 

0.  75 

ll 

02L(o 

Ox 6b 

B&£:2J2 

B32,  B63 

1.0 

h 

MU 

(Pin 

B3£s/33 

B63:  ?/ 

B33, B64 

1 . 33 

l! 

045  i 

043  / 

B33:  H  Q 

B64: 

B34, B65 

1. 66 

1, 

006  / 

oflLl  .. 

B3As?.?5 

B65:  1^6 

B35, B66 

2.  0 

ti 

mu 

10  n 

B3S!?^ 

B66:f 

B36 

2.  5 

/' 

loll 

1041 

B37,  B67 

3.  0 

If 

an 

II  II 

B37iS.0j 

B67s  f.  so 

B38 

3.  5 

1 1 

H4/ 

Ji4 1 

B3Z‘3.7j 

B39,  B68 

4.  0 

if 

nn 

-&li 

B39 1573  ^ 

BBS:  ^5 

B40 

5.  0 

<1 

ML 

13/ L 

b*°.,3.99 

B41 , B69 

6.0 

*: 

/4// 

i4  n 

B69:  q,%0 

B42 

7.  0 

(6k 

1611 

B43 

8.  0 

n 

(kH 

ULi 

B43:/'7^ 

B69A :  3^ 

B44 

10.  0 

f! 

ll  LL 

/SO 

B44 : 

/a# 

*  Amur  Oaa^  421 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyrl  dogtignp  np 

Lietman 

01  L  L 

F  M  L 

d\c\ 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st rat  ion  ( 0-2400 ) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

ii(kv& 

C£U 

ffBil 

PO 

J 


DOSAGE  (total) 


page  2 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

toG-JtyL 

RBC 

ACHe 

uM/rnl  /min 

B45 

12.  0 

SI' 

don 

Dt)  /  / 

B45:  -f- 

B46, B70 

24.0  ( 

'■iMiiSL 

OZ11 

08" 

B46:  ^ 

B70ili.  10 

0- 

rV  cAsJruxj-  aJiCiAM-  SOLnrvodjuu<Mj- 


422 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigpirie 

Hetman 

fil  £  (L 

F  M  L 

¥\ 

PROTOCOL  D4MD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

s 

Qilki5k 

o&li 

or// 

PO 

71  /f 

DOSAGE  (total) 

PHYSIOLOGIC  VARIABLES 


}(p_coc^. 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

fyfjcpJU' 

OJS/f 

OoS  OS' 

*5 

*  *  ,e 

0.  25 

7 

■ 

0  $?b 

Oi?h 

*(r0 

0.  50 

t  • 

C$4  < 

Oh  ' 

*fry 

*  <0  0 

*05 

0.  75 

/ 1 

o%60 

og  50 

1.0 

oo  n 

nfi  ( * 

*50 

*  NJb 

1. 33 

MU 

0535 

*45'* 

1. 66 

/ 

oV’4/ 

r./si  

*30 

2.  00 

i 

/DU 

iOtt 

*35 

* 

2.  5 

3.0 

l> 

//// 

HU 

*00 

3.  5 

4.  0 

i< 

/o2// 

55 

*50 

*  [MO 

5.  0 

6.  0 

/■ 

1411  ' 

141/ 

*04 

#  (Kj 0 

7.  0 

8.  0 

10.  0 

^  ^  >pu^-L-c*-x_  V^ffTTL^  '*7  o  £> 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

¥.  L  L' 

F  M  L 

PROTOCOL  DAHD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddrnrnrnyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin- 
i st  r at i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

5 

ozn 

oin 

PO 

77  /r 

DOSAGE  (total) 


page  2 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

5*01/ 

2oit 

# 

24.  0 

i 

!  /  JtfoS 

ogn 

OR/' 

#f7 

#  >15) 

6L* 

424 
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INVESTIGATOR’ S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

oi  r  z 

F  M  L 

tf\ 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMISTRY 

Laboratory 


Screen  Predrug 


St  udy 


TEST: NORMAL 

At 

ddtfimmyy 

ddnunrnyy 

ddmtomyy 

CAy$i\> 

ddmrnrnyy 

QiJzuMf- 

ddrnrnmyy 

NA: 135-148  MEQ/L 

146 

14  o 

14  6 

K:3. 5-5.  0  MEQ/L 

A- 1 

4J5-  . 

4> 

CL: 96-109  MEQ/L 

tel 

J  Q4 

icA 

.  o  . 

( C  cr 

C02: 24-30  MEQ/L 

a  5 

jSl?  

Ob 

3.S 

SUN s 12-25  MG/DL 

— ■ 

15 

H 

\A 

CREAT:0. 4-1. 5  MG/DL 

1.  c 

b  1 

h  1 

('  i 

GLU : 70—1 15  MG/DL 

95 

75 

A  4 

T. DILI :0.  3-1.  2MG/DL 

(  .  6 

OA 

C ,  4 

D.  BILI  :0.  1-0.  4MG/DL 

6.  / 

o.o 

0.  / 

c-  f 

CA :  9.  0-11.0  MG/DL 

9-9 

ffl.5 

w  '  C/ 

P04:3.  0-4.5  MG/DL 

4,  o 

4,  / 

3.  / 

4.5 

URIC  A: 4.  2-8.  8MG/DL 

553 

7.  5 

4.5 

T.  PROT :  6.  0-8.  5G/DL 

t  y 

AA. 

6.3 

7.  7 

ALB.  :  3.  2-5.  3  G/DL 

A'  5 

4.? 

4-?' 

4  3 

AST: 0-35  IU/L 

19 

4 

17 

<D 

ALT: 0-30  IU/L 

H 

5 

7- 

A 

ALK  PH0S-.0-95  IU/L 

5o  

44 

44 

— 

CHOL: 151-268  MG/DL 

i 

Hi 

/?,3- 

LDH: 0-200  IU/L 

44 

/o? 

4/4 

/ 

CPK : 0—160  U/L (male) 

|?6 

ft 

425 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

Cl  fe.  L 

F  M  L 

o\c\ 

PROTOCOL  1 7 —85—C—5 1 33 —02 

HEMATOLOGY 

Laboratory 


Screen  Predrug  /7)  Study 


TEST  NORMAL 

ddwrnmyy 

ddmmrnyy 

aiatoik 

ddmmrnyy 

ddrnmrnyy 

ddmmrnyy 

Hgb 

13. 9-16. 3 

ib.p 

/M> 

PCV 

4 1 . 0-53. 0 

4l-> 

4?.4 

44? 

Pit 

150-350 

Alfc 

A" 

M/ 

1^ 

RBC 

4. 50-5. 90 

*■54 

5,5/ 

6.^ 

5'? 

WBC 

4500-11000 

5ic0 

Ip5o  0 

io^oo 

Bands 

£-6* 

1 

4 

5 

Polys 

31-76* 

40 

4? 

....  P  7 

5  f 

Eos 

1-4* 

3 

Bas 

/ 

/ 

/  \ 
u 

Lymphs 

£4-44* 

44 

3; 

3! 

Atyp  Lyrn 

0 

/ 

/ 

(/ 

Monos 

£-11* 

!c 

(c 

/3 ..... 

Other 

o 

o 

n 

*■ — ^ 

Ret ics 

0.  5-1.5* 

— 

— 

— 

426 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Hetman 

m  £_  jl 

F  M  L 

m 

PROTOCOL  DAMD  17-85-C-5133-02 

URINAL Y8Z8 

Laboratory 


Screen  Predrug 


TEST  NORMAL 

&flu  <fo 

ddmrnrnyy 

£Jk *Jk 

ddrrtrnmyy 

dUMe. 

ddrrfmmyy 

iJe&JL 

ddmrnrnyy 

ddmrnrnyy 

Col or /ftp 

'll  CfftvJ 

d«L#j 

1 tfaa.  G 

— 

S  p.  Gr. 

1,0  3-1 

i.oir 

I,  el? 

/  /  c 

pH 

(c-5 

6‘0 

5,0 

6-  o 

Protein 

Imt 

4  epee- 

hJ  0 

fJU\ 

Ketones 

..  M  k 

l\U) 

J 

ft  0) 

Occ  Bid 

J ' 

/uc'i 

zJ 

tl  Cf\ 

bJLC) 

ftC\ 

Bili. 

y 

M  C) 

J 

t\£& 

j 

ft  0) 

RBC 

0 

0 

0 

WBC 

& 

£ 

€ 

o-  ! 

Casts 

P}  - 

ft 

0 

8 

Epi.  Cel 

Pf.. 

0 

& 

P 

Crystals 

0 

0 

0 

Bacteria 

£f 

J& 

0 

# 

St  udy 
Date 


ELECTROCARDIOGRAM 


Date 

ddmrnrnyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormal  it ies 

£C''  ^  ifo 

v/ 

%C\  6ft:  fa 

✓ 

Ol  If  in  Hn 

/ 

427 


page  15  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  rln.qH  gmi np 

Lietman 

m  t  l 

F  M  L 

d'1 

PROTOCOL  DAMD  17-85-C-5133-02 

ADVERSE  EXPERIENCES 

check  if  none  occurred 


& 


ONSET 

(Date/T  irne) 

CESSATION 
Date/T  irne 

dd  mrnrn  yy 

dd  mrnrn  yy 

(0— £400) 

(0— £400) 

dd  mmm  yy 

dd  mmm  yy 

(0— £400) 

(0— £400) 

ADVERSE 

EVENT 


SEVERITY 

(Check) 


REL’ N  TO 
TEST  DRUG 


ACTION 
( Check ) 


□ 

Mild 


□ 

Mod 


□ 

Sev 


□ 

DEF. 

□ 

PROB. 

□ 

POSS. 

□ 

DEF.  NOT 

□ 

UNKNOWN 


□ 

None 


□ 

Treatment 


□ 

Stop  test 
drug 


□ 
Mi  Id 


□ 

Mod 


□ 

Sev 


□ 

DEF. 

□ 

PROB. 

□ 

POSS. 

□ 

DEF.  NOT 

□ 

UNKNOWN 


□ 

None 


□ 

Treatment 


□ 


Stop  test 
drug 


COMMENTS  (Indicate  #  and  event) 


428 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

??? 

(So 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmrnmyy 

Procedures 

— 

Screen i ng  laboratory 

■Hjpwso 

History,  Physical  Exam 

0 

2Tl3l *)& 

Admission 

JA/ 

S’ 

Po 

I  cert i f y  that  s 

1)  I  have  carefully  examined  al 
forms,  consisting  of _ _ 


2)  All  information  entered  onto 
this  subject,  to  the  best  of 


entries  on  the  data  collection 
pages,  for  subject  _ • 

the  data  collection  forms  for 
my  knowledge,  is  correct- 

dd/mrnrii/yy 


429 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyEUbstlgirine 

Hetman 

3.  :LL- 

F  M  L 

$D  o 

PROTOCOL  Q4MD  12-S1-CZ5 133-02 

MEDICAL 

Date  of  evaluat 

dd  mrnrn  yy 

Date  of  birth 

dd  mrnrn  yy 

Age  J2L  yrs 

Sex 

Race  T^> 


No  Ves  Comments 


A1 lergy 

Tobacco  Use 

\  O  0 

Alcohol  Use 

Recreational  Drug  Use 

s' 

ms" 

Medications  past  £  weeks 

Experimental  Drug  Exposure 

Blood  or  plasma  donor 

is^ 

Prior  Surgery 

^  '  . ^ 

Eye,  ear,  nose,  throat 

Endocr ine (diabetes, thyroid) 

C-V  (heart  murmur, HBP) 

Pulmonary  (cough, asthma) 

Hepat it  is, gastro-intest inal 

Genito-ur inary 

Musculoskeletal 

Neuropsych iatr ic 

Pest ici de/herbicide  use 

y 

Other 

430 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  P^dL^stigPine 

Lietman 

CDo 

PROTOCOL  D6MU_12-85r^z5133-02 

PHYSICAL  EXAMINATION 

Date  <3*V  fcX, 

dd  rnmrn  yy 


Temperature 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt.  < kg ) 

• 

l 

0 

n 

-  ^  Q/rnin 

J[  L/rniri 

-1  12  j£v_£ 

_L  L_-  .o 

J7  J, 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormal i t ies 

Head/Neck 

^  ^  1  C^\  W  ^  ^  c  >  <*  0 '  ^  ^  C  fc  kuL 

EENT 

|  \v-x  '-Vrt  \  V*  -  P'vOf  ~ 

Chest , 1 ungs 

Heart 

Abdomen 

Genital ia 

Rectal 

Ext remit les 

Skin 

Neurologic 

CHEST  X-RAY 

Date  £^1/ 


NORMAL 

ABNORMAL 

Describe  abnormal  it ies : 

3^  £.3.j±4 

print  name 


431 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyrickstigpdne 

Lietman 

D_  X  2: 

F  M  L 

(X>  O 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

So 

cD>*l«3il 

070  1 

IV 

N)  f\ 

S  \  -  ^2 .  2  (> 

sV"r^r'  fV*1*4 


DOSAGE  (total)  _ I±JZ!^S2^' 

PLASMA  CONCENTRATIONS 


■No  fr  cA's  \  y 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

RBC 

ACHe 

uM/ml /mi n 

B01 , B47 

0 

A 

B01 

847  V2  5  3 

B02 

0.08 

©'fas. 

B0£.9.cy 

B03 

0.  16 

\ » 

y^ 

o°i33 

^“V — 

a°i33 

603 

B04, B4B 

0.  25 

i 

c3  °[  3  2 

033? 

B04 

B48:/£i ,  1  -?■ 

B05 

0.  33 

•  • 

c)^? 

BOS:  jCjCj 

B06 

0.  42 

1  i 

o 

Bo£ <at.% 

B07,  B49 

0.  50 

1 1 

O  U3 

alS3 

B07lM 

B49 :  5  3 

BO  8 

0.  58 

/4 

c>°i  S  2 

o<iS2 

B0B,IV 

B09 

0.  66 

». 

)Oo  3 

/  O  03 

B09,/4<? 

BIO, B50 

0.  75 

1  * 

ID  <5% 

]£>£>% 

B10t  /03 

BSO  :qAy 

Bl  1 

0.83 

i  ( 

;o/  3 

fOj  3 

BllsLW 

B12 

0.92 

h 

i  o  /  S’ 

/o/  y 

B12: 

B13, B51 

1.0 

», 

3 

/DO  7 

B13:^/g 

B51  :^(  o-  / 

B14, B52 

1. 33 

*  k 

/  o  7  3 

(Oh3 

B1A:  ^ 

B52:/D  ,0<1 

Bl 5, B53 

1. 66 

» * 

J  /  o  3 

no  3 

BIS^ 

B53:  /oM; 

B16, B54 

2.  0 

i  % 

m3  

n  x^> 

B16:3^ 

B54:  /j  01 

B17 

2.  5 

\)33 

ii  -O 

B17:  /.%) 

-3  L  /a'j r'  QA\‘10J  P  fit LaH 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridosti^nine 

Lietman 

H 

F  M  L 

$30 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0—2400 ) 

Route 

Bottle 
I.  D.  # 

2 

Q_3QJ1 

O^S2 

IV 

M  fV 

DOSAGE  (total)  _ -CXL&  * 


PLASMA  CONCENTRATIONS 

page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

MG-/ 

RBC 

ACHe 

uM/ml /mi n 

BIS, B55 

3.  0 

aa  3 

1  ^<2  3 

bib,±- 

B55:/|  75 

B19 

3.  5 

/QjT.3 

B19‘*- 

B20, B56 

4.  0 

.lL 23 

B20:^ 

®s6  =  /5,,4 

B21 

5.  0 

l  HS-Z 

1^23 

B21 :  ^ 

B22, B57 

&.  0 

<  t 

i  saj 

i  SA  2 

B22*^ 

B57:/2^5 

B23 

7.  0 

ci 

i  4  a  3 

/633 

B23:^ 

B24 

e.  o 

>. 

n^3 

i  nj  3 

B24:^- 

B25 

10.  0 

ii3 

1  1^3 

B25:^- 

B26 

12.  0 

*. 

q  i  ai 

a /a 3 

B26: 

B27, B5B 

24.  0 

3TD/3/V8L 

o 

B27:^_ 

/P-55 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  J^nddostignine 

Lietman 

H  ILIL 

F  M  L 

fcio 

PROTOCOL  JQAMD_lZQS5-C-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin— 
i st rat  ion  (0-2400) 

End  drug  admin- 
i st  rat i on  <  0-2400 ) 

Route 

Bottle 
I.  D.  # 

O  °IS3 

IV 

N  ^ 

DOSAGE  (total)  _ 

PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

ogtro 

*  MO 

*  oL 

0.  8 

* 

0.  16 

i 

1  , 

C^3  3 

0^3  3 

0.  25 

>> 

0*1  IS' 

*56 

0.  33 

h 

o°)V3 

O  °l  c(  ? 

0.  42 

o  q  V  8 

O  Lit 

0.  50 

H 

O  1 STJ 

o^S3 

*60 

*  nA 

*«j  D 

0.  58 

<1 

o<?  rs 

0.  66 

h 

/oo  3 

/  o  o  3 

0.  75 

1 1 

I&C& 

|oq8 

0.  83 

ts 

1  D!  3 

/  O  /  3 

0.  92 

w 

ioir 

to'iy 

1.0 

/  3 

/DSlZ 

*6o 

1  •  33 

•• 

/o  cn 

>0^3 

#  60 

1. 66 

<, 

n  o3 

1/  o  2 

*  feo 

2.  0 

- 

nil 

n2  2 

*6^ 

*  ^ 

2.  5 

u 

1  IS  3 

_ ZLli 

434 


page  7  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

15  IL  1 L 

F  M  L 

too 

PROTOCOL  _I^M>_ll-_85rC-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st rat  ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

A 

Oc 12  3 

o  ^  S~3 

IV 

K)f\ 

DOSAGE  (total) 


■ 


page  2 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

i<2  aJ 

lao  3 

* 

3.  5 

u  s  3 

ayj 

4.  0 

(0.2  3 

*6? 

#  ^  to) 

5.  0 

s 

/to  3 

i  to  3 

6.  0 

A 

.jSJL  3 

)yai 

*  aa 

#  ai) 

7.  0 

/tai 

8.  0 

'to  3 

|  2P? 

10.  0 

v< 

)  ^<23 

12.  0 

(, 

i/a  3 

a  ia.3 

24.  0 

,  O  S3 

*  MD 

*0^ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

JL 

F  M  L 

cb^ 

PROTOCOL  DAMD  17-85-05133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddrnmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0—2400) 

Route 

Bott le 
I.  D.  # 

5 

i*i 

e>87V 

PO 

KJ  A 

DOSAGE  (total)  _ §1 

PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddrnmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID03 

RBC 

ACHe 

uM/rnl /min 

B20, B59 

0 

0?D  o> 

B28 :  ^ 

B59:  1266 

B29, B60 

0.  25 

-• 

<=>  ?  .. 

629 !  4- 

B6°i  /p.fc? 

B30, B61 

0.  50 

H  H 

b6,!  ll.J/- 

B31, B62 

0.  75 

1  1 

B3i 

662 !  //.34 

B32, B63 

1.0 

i , 

G>°\  )L  'I 

£>^1*1 

B32:  ^30 

B63:  lO’Si 

B33, B64 

1. 33 

\ 

3^ 

0^3  V 

B3  3: 9.^ 

B64:  /m? 

B34, B65 

1. 66 

% 

B34 s/f£ 

B65:  io.o3 

B35, B66 

2.  0 

i  * 

1  o/V 

/o)<4 

B35:/3i 

B66: 

B36 

2.  5 

/oVV 

/  o  V  V 

B36 :  /0,3 

B37, B67 

3.  0 

1, 

i/  /*/ 

///v 

B37 ‘13.1 

B67: 

B38 

3.  5 

*1 

ii  H 

;/^V 

B3BlU.I 

B39, B68 

4.  0 

1,2/* 

U/V 

B39!?,/f 

B40 

5.  0 

s 

rnjr 

m 

B41 , B69 

6.  0 

f( 

Mlb 

B41,4of 

B69*|0^ 

B42 

7.  0 

1 

iS'/t 

B4£  =  5<}0 

B43 

8.  0 

1. 

lb\f 

IfeiV 

B43: 555 

B69A ://.  9^ 

B44 

10.  0 

1  ft  1 

lg  ( w 

B44:+,5g 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyricjngfignp  np 

Lietman 

•o  a  <l 

F  M  L 

PROTOCOL  OAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0—2400 ) 

Route 

Bott le 
I.  D.  # 

s 

o&/< y 

o8l  V 

PO 

r*  A, 

)(o/ 


DOSAGE  (total)  _ 223^1  J 

PLASMA  CONCENTRATIONS 


page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

iXr/tfL 

RBC 

PCHe 

uM/rnl  /min 

B45 

12.  0 

3 

“opT^T" 

B45‘/5K 

B46, B70 

24.  0 

oiFebSt 

OSlLt 

B46:_^- 

B70!/3,5/ 

r 

it 

ir/UMJj 

fadk _ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Px&dostigpane 

Hetman 

3  -x  it 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

3“ 

31  3f\v>  ft 

1 M 

PO 

to  ^ 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

coS/H 

#a 

Vi) 

*oV 

0.  25 

»< 

o  Sa*) 

.. 

“5  *: 

0.  50 

OS 

* 

*  sJ’v) 

* 

0.  75 

lK 

og 

OS  S°l 

*JP/ 

1.  0 

*-\ 

0^1  H  

n  °\ \Lt 

*jr4 

*  hA 

1. 33 

11 

O^Xf 

*SL 

1. 66 

*< 

o'irv 

oc<  ycf 

2.  00 

to  /  L1 

/o)4 

*5"  4 

#  (N’}) 

2.  5 

lo  Vd/ 

lo  V  ^ 

3.  0 

>)i 9 

Ill9 

3.  5 

tv 

llH1! 

IIVV 

4.  0 

li 

1219. 

*40 

#  (V5) 

5.  0 

i  , 

1  3  If 

nx 

6.  0 

s 

\LnLt 

if /</ 

* 

* 

7.  0 

\ 

If  I1! 

/jr/V 

a.  0 

1 

ib  m 

M/y 

10.  0 

•• 

nih 

tin 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Hetman 

lOX  Ik 

F  M  L 

5^ 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmrnrnyy 

Start  drug  admin— 
istrat ion  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

s 

3| 

o&J  V 

o 

PO 

t^f\ 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

Oo  \H 

0  o  )H 

*  mv> 

24.  0 

oS  \J± 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigpoine 

Lietman 

jo  ^ 

F  M  L 

PROTOCOL  Q4MD  17-85-C-5133-02 

CHEMISTRY 

Laboratory  i_ 


Screen  Predrug  Study 


TEST '.NORMAL 

ddmmmyy 

^dmrnrnyy 

5IM 

ddmmmyy 

<2  2GA»i» 

ddmmmyy 

ddmmmyy 

NA: 135-148  MEQ/L 

7  4  o 

l9L 

K: 3.  5-5.0  MEQ/L 

4.  3 

^  J 

4  7 

4.o 

CL: 96- 109  MEQ/L 

/o  5 

/  <0  ? 

;  o  £ 

/o  9 

C02: 24-30  MEQ/L 

/9 

3 

SUN: 12-25  MG/DL 

1 4 

IS' 

19- 

CREAT:0. 4-1. 5  MG/DL 

/.  3 

/.  7 

/•/ 

/.  / 

GLU :70-115  MG/DL 

*7  4 

9/ 

79 

cs 

T.  DILI :0.  3-1. 2MG/DL 

o7/ 

O.  5' 

0*.4 

O-  c 

D.  BILI : 0.  1-0.  4MG/DL 

o.  c> 

o  6 

o>./ 

a.  ) 

CA:  9.  0-11.0  MG/DL 

io.Z 

/d.  a 

^  4 

P04 : 3. 0—4. 5  MG/DL 

S-  o 

*f-2 

4  7 

4.  4 

URIC  A:4.  2-8.  8MG/DL 

4.  7 

s'  3 

-5T  J 

-7  J 

T.  PR0T:6. 0-8. 5G/DL 

7  V 

7-  3 

7.  / 

7-o 

ALB.  :  3.  2-5.  3  G/DL 

-S'  o 

5". 

• 

4-7 

4.  *7 

AST: 0-35  IU/L 

)  S 

I  S 

/  o 

/  7 

ALT: 0-30  IU/L 

2 

2 

9 

9 

ALK  PHOS : 0—95  IU/L 

S  *2. 

44 

to  13 

CHOL: 151-268  MG/DL 

a  )  7 

33d 

<R  i  ? 

LDH: 0-200  IU/L 

NT) 

N  T> 

10  2 

CPK:0-160  U/L (male) 

11 

76 

T*> 

No  JUio  ^  3  / 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

3  31  3- 

F  M  L 

PROTOCOL  1 7— 85“C— 5 1 33- 02 

HEMATOLOGY 

Laboratory 


Screen  Predrug  Study 


TEST  NORMAL 

ddrnrnmyy 

<2DJAhi^!- 

ddrnmrnyy 

PJLLatfit 

ddmrnmyy 

Oi  ^ 

ddrnmrnyy 

ddrnmrnyy 

Hgb 

13.  9-16.  3 

l*i.  7 

i  Hn 

lh.3 

ih.3 

PCV 

41. 0-53.  0 

*2.  S 

hi  3 

hs.2 

tfi.  3 

Pit 

150-350 

QGS 

2.  S2. 

2Q  a 

1  28 

RBC 

4. 50-5. 90 

H .  21 

h.sh 

H  £7 

4  s-*j 

WBC 

4500-11000 

SH  oo 

£/c\j> 

S'  ^c>  O 

Bands 

£-6* 

S' 

S 

Lt. 

3 

Polys 

31-76* 

o 

un 

SH 

hL 

Eos 

1-4* 

3 

i 

M 

3 

Bas 

£> 

i 

o 

1 

Lymphs 

£4-44* 

hL 

3  L 

3/ 

32 

Atyp  Lyrn 

/ 

3. 

o 

o 

Monos 

£-11* 

S' 

1 

Other 

■o 

o 

o 

o 

Ret ics 

0.  5-1.5* 

NJ  I) 

/.  G 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

3.  art. 

F  M  L 

PROTOCOL  E^MD  17-85-C-5133-02 

URINAL Y8Z8 

Laboratory 


Screen  Predrug 


TEST  NORMAL 

ddmmmyy 

CTO- 

ddmrnrnyy 

Dc>i'3qd$c 

ddmrnrnyy 

ddmrnrnyy 

ddmrnrnyy 

Color/Ap 

\\ 

W  k\rA 

vJ  33 

Sp.  Gr* 

\  o \°l  . 

'  O  ■ 

i .  V 

i  .oa3 

PH 

6-  o 

C.  5" 

Prot ein 

A. 

CDr-^CLSI 

Ketones 

6 

6 

Occ  Bid 

T 

^  T 

Dili. 

D 

rx — as\. 

6 

0 

RBC 

C) 

CD 

.  0 

eD 

WBC 

CD 

O 

CD-I 

Casts 

CD 

O 

CD 

Epi.  Cel 

C> 

o 

(D 

Crystals 

O 

o 

O 

Bacteria 

O 

o 

O 

St  udy 
Dat  e 


ELECTROCARDIOGRAM 


Date 

ddmmmyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormal  1 1 ies 

X 

c3 

v/ 

fHn  T  ^41  ULIJ*  /n  <J/{} 

442 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  _Pyri rin.qH gjrri rw^ 

Lietxnan 

D  n  4L 

F  M  L 

PROTOCOL  n/\MD  17-85-C-5133-02 

ADVERSE  EXPERIENCES 

check  1 f  none  occurred 


K3 


ADVERSE 

EVENT 


ONSET 

(Date/T  lrne) 


CESSATION 
Date/T  irne 


SEVERITY 

(Check) 


REL’N  TO 
TEST  DRUG 


ACTION 

(Check) 


_ I _ □ 


dd  mrnro  yy 


d  d  riirnrn  y y 


(0-2400) 


(0-2400) 


Mild 


□ 

Mod 


□ 

Sev 


□ 

DEF. 

□ 

PROB. 

□ 

POSS. 

□ 

DEF.  NOT 

□ 

UNKNOWN 


□ 

None 


□ 

Treatment 


□ 


Stop  test 
drug 


□ 


dd  mmm  yy 


dd  mmm  yy 


(0—2400) 


(0-2400) 


Mild 


□ 

Mod 


□ 

Sev 


□ 

DEF. 

□ 

PROB. 

□ 

POSS. 

□ 

DEF.  NOT 

□ 

UNKNOWN 


□ 

None 


□ 

T  reat  merit 


□ 


Stop  test 
drug 


COMMENTS  (Indicate  #  and  event) 


443 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

JV\  V 

F  M  L 

63  1 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmmrnyy 

Procedures 

i 

Screen i ng  la  borat  or y 

— 

History,  Physical  Exam 

0 

Admission 

•2. 

3  fET2>  X 0 

Po. 

s 

(ffcS  fa 

r:\l 

I  cert i f y  that : 

1)  I  have  carefully  examined  all  entries  on  the  data  collection 
forms,  consisting  of _ 1_  5" _ pages,  for  subject  _ - 

£)  All  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 

dd/mmm/yy 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  PyddostigpaDe 

Hetman 

7 n  V~ 

F  M  L 

D2-I 

PROTOCOL  12-§l-ic5133-02 

Date 

Date 

Age 

Sex 

Race 


m 


3<=> 

of  evaluation  Of/St/i iu 

d  mmm  yy 

■Ab 

of  birth  /wy 

dd  mrnrn  yy 

_ _yrs 


.  MEDICAL  HISTORY 

-A  to. 


(r\ 

0 


Examiner 


No  Yes  Comments 


Allergy 

y 

Tobacco  Use 

X 

l  fiM 

Alcohol  Use 

y 

Recreational  Drug  Use 

y 

*X,  /kof  'Vu  far 

Medications  past  £  weeks 

X 

Exper imental  Drug  Exposure 

«X 

Blood  or  plasma  donor 

/ 

Prior  Surgery 

X 

Eye,  ear,  nose,  throat 

X 

Endocr ine (diabetes, thyroid) 

y 

C— V  (heart  murmur, HBP) 

/ 

Pulmonary  (cough, asthma) 

y 

Hepat it  is, gastro— intest inal 

y 

Genito— urinary 

y 

Musculoskeletal 

y 

Neuropsych iat ric 

/ 

Pesticide/herbicide  use 

/ 

Other 

y 

LtxS 


page  3  of  15 


INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostigniLpe 

Lietman 

7n  -  P 

F  M  L 

6a  i 

PROTOCOL  D^D_lZd85r£z5133-02 

PHYSICAL  EXAMINATION 

Jaj _ Oat  e  Q  \/^jS/  yCf> 

v  dd  mmm  yy 


Temperature 

i  -STi 

Pulse 

A  .  v 

Respir 

Blood  Pressure 

Height  (cm) 

Wt.  (kg) 

774?. 

M/-n 

j?$/  min 

y>v/ bo 

1171.0. 

.  i 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormal  it ies 

Head /Neck 

EENT 

y 

Chest, lungs 

Heart 

Abdomen 

/ 

Genital ia 

A 

p 

Rectal 

A/ 

p 

Ext remit ies 

i/ 

(D 

Skin 

/‘u*44^ 

Neurologic 

CHEST  X— RAY 

Date 


NORMAL 

ABNORMAL 

Describe  abnormal i t ies : 

Examiner 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

cq  __  £_ 

F  M  L 

£fc.| 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  adrnin- 
istrat ion  (0-2400) 

Route 

Bot  tie 
I.  D.  # 

s 

CZ>  b 

o>  g/  S 

^>2  9  £ 

IV 

rv  4 

S^r  r  x  <kx*  --  h  /. 

~<rS~cL*' 


DOSAGE  (total)  _ L3_„_ 

PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CPYRIDOD 

K)  G/a/  L 

RBC 

ACHe 

uM/ml  /mi  ri 

B01, B47 

0 

m  .  (\ . 

©  S/  V 

B01 : 

B47 :  jj  5f 

B02 

0.08 

<o<.?«D-3 

BoatlU 

B03 

0.  16 

i 

8 

o 

B03:  }Iq,3> 

B04, B48 

0.  25 

l  ( 

°&  13 

os- 3  3 

B04  :«£>,? 

B48: 

BOS 

0.  33 

l  , 

oS  ZS 

oS 

B05:3/f 

B06 

0.  42 

»  , 

os1/ 3 

o^^Z 

B06:  ]Cj  O 

B07, B49 

0.  50 

o  S  92 

607 -33,7 

BOB 

0.  58 

1  , 

c>er"3 

BOB  1/3^ 

BOS 

0.  66 

*  ( 

oP~s  8 

o  ^  >2  5" 

B09*/or5 

BIO,  B50 

0.  75 

U 

0*1  OZS 

o  ^3 

Bl0,?5f 

B50:  $-9^ 

Bll 

0.  83 

*  i 

O 

B11 »7.C£ 

B12 

0.  92 

It 

o°n3 

O'?/  3 

B13,  B51 

1.  0 

*”» 

O  °llZ 

o9  t  % 

b,3*3-2C 

B51 

B14,  B52 

1. 33 

<3*133 

ocn3> 

B52:  lo.tf 

BIS,  B53 

1. 66 

l« 

a°i  SS 

o  9  S'* 

Bl5lf4l 

B53:  fQ.^Q 

BIG, B54 

2.  0 

ti 

'°a 

( o/* 

B16: 

B5A:  lo,  %\ 

B17 

2.  5 

t 

ioH? 

B17:-^r 

4£  .i^/vur  /O-AAQii  XZp/AjCithvtfyh  447 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

F  M  L 

f5a  i 

PROTOCOL  DAMD  17-85-05133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0—2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bottle 
I.D.  # 

S' 

O  C 

O  %  I  £ 

o 

IV 

A 

page  2 


DOSAGE  (total)  _ LJL™ 

PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

K>&/hL 

RBC 

ACHe 

uM/ml /min 

BIB, B55 

3.  0 

0^4  g't 

in? 

im 

BIB:  ^ 

B55:  jo  q3 

B19 

3.  5 

)IHV 

II ‘is 

B19: 

B20, B56 

4.  0 

ii 

Olf . 

B20: 

B56:  /|;/> 

B21 

5.  0 

l\ 

I3)g 

ih  S' 

B21:^ 

B22, B57 

6.  0 

n 

ity )  8 

N)  ? 

B22:-^- 

B57:  11,50 

B23 

7.  0 

it 

/  r/? 

1  S' IS 

B23:^fL 

B24 

a.  0 

i  ? 

li  13 

B24:-£- 

B25 

10.  0 

h 

m  * 

1  &iS 

B25:-^_ 

B26 

12.0 

. 

X  01  / 

B26: 

B27, B58 

24.  0 

OSl/ 

<pjv/ 

B27:^ 

B56:  //,  55 

4  448 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  JE^aodostigmine 

Hetman 

F  M  L 

(P- 1 

PROTOCOL  JQAMD-12Q85-C-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

.5 

06 

IV 

lJ  A 

DOSAGE  (total)  _ 1 

PHYSIOLOGIC  VARIABLES 


’i 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

fO  ft 

#<9>^ 

#u* 

*o^ 

0.  8 

‘  / 

o  £>  = X3 

0.  16 

u 

0.  £5 

o  £  3  3 

osn 

0.  33 

'  l 

Og  2$ 

o8-Jl 

0.  42 

ll 

o  5  ^  3 

0.  50 

O  S^S- 

os 

*  N3 

* 

0.  58 

{. 

OZS'3 

O  S'  -TJ 

0.  66 

A 

0.  75 

lt 

Of*  3 

0^63 

*  6u 

0.  83 

1 1 

O'?  O? 

<D°I  6$ 

0.  92 

k 

0*9/  3 

1.0 

/\ 

£.9/3’ 

c>^<? 

*C*t 

1. 33 

*\ 

n^lS 

09  7^ 

1. 66 

n 

0  9SS 

o9r^f 

* 

2.  0 

SOI  y 

/3(  y 

* 

#  |Osb 

2.  5 

/. 

(o9g 

tonJ 

449 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pvridos  tipprine 

Lietman 

£l\_i 

F  M  L 

^1 

PROTOCOL  _^D_IZr_85-C-5I33-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 

Date 

Start  drug 

admin- 

End  drug  admin- 

Route 

Bottle 

Day 

ddmmmyy 

ist rat  ion 

(0-2400) 

ist rat  ion  (0-2400) 

I.  D.  # 

5 

o  S'  1 

t  z 

oB  V? 

IV 

rJ  K 

page  2 


DOSAGE  (total) 

PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

n  \  ? 

III? 

3.  5 

*K 

) )  HZ 

4.0 

■' 

\  <3- 1  F 

iQ  1? 

*60 

* 

5.  0 

*  \ 

>3  i  & 

illi 

6.  0 

M 

i^i  ? 

lLJ  lZ 

*  #0^ 

7.  0 

<v 

)  r  /  9 

8.  0 

*\ 

141? 

)i*  ? 

10.  0 

i , 

l  Vl  ¥ 

12.  0 

l 

Slo)  <? 

c ^-T)  1 

24.  0 

<sn  k&n 

OS'/  fr 

#  e.'L 

450 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

JA  t _ 

F  M  L 

5  3-  / 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  ( 0-£400 ) 

End  drug  admin¬ 
istration  (0— £400) 

Route 

Bott le 
I.  D.  # 

0. 

03. 

O  S'  £  4 

O^-T  (=> 

PO 

N**\ 

n.  L- 

.  S  °l  1  3- 


DOSAGE  (total)  _  lb 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-£400) 

Actual 
Clock  Time 
<0-£400) 

CPYRID0D 

t&r/ML 

RBC 

ACHe 

uM/ml /min 

BBS, B59 

0 

os  1  0 

Oc?7  o 

B28 :  ^ 

853=/l  54 

B£9, BSO 

0.  £5 

i  . 

o  ^  h 

^  Cl  f  / 

B£9:/^ 

8601  li  tic- 

B3C»,  BS1 

0.  50 

‘* 

o  ^  <D  4 

0^0 

B30i5oi 

B61:  //,  QO 

B31 , BS£ 

0.  75 

k 

<=>*?*// 

O  ^ 

B31=?.5? 

B6£:  (046 

B3£, BS3 

1.  0 

'v 

O  b  5  4 

s  C 

832 

B63:^,A9 

B33, B64 

1  •  33 

*• 

i  o  iL 

/  O  1  (a 

833 =9, 77 

B£4:^,6P- 

B34, BS5 

1.  88 

lA 

/  c*!  4= 

834 70,/ 

S65: 

B35, B66 

2.  0 

)o  5T  4 

jo  A 

B35vo,9 

B66:  9>6,p. 

B36 

£.  5 

IlK 

1 1  <D. 

B3£!55£ 

B37, B67 

3.  0 

i  1  <s(> 

//  r'4 

837  =735 

B67:  ^  59- 

B38 

3.  5 

*' 

IZQ- 1 

b 

838  =.3,  & 

B39, B68 

4.  0 

W 

/3 r4 

/3-S-^ 

B3S'S.?{> 

B68 :  ^ 

B40 

5.  0 

4  \ 

nri 

nsi 

BW'3-33 

B41, B69 

6.  0 

s 

lb  ^ 

1 

B1,l'3Ao 

B69:  /o.?3 

B4£ 

7.  0 

/x 

/rr  3 

/  5srL 

Bt>s'33i 

B43 

8.  0 

'( 

1  ^ 

/  b  3  6 

B43:  ^ 

B69A :  jj,0? 

B44 

10.0 

i9r  (, 

u  rt 

B44 : 

1  hOl 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  .Pxridostigniine 

Lietman 

—  XL 

F  M  L 

tfel 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin¬ 
istration  (0—2400) 

Rout  e 

Bott le 
I.  D.  # 

a 

e>3 

o£r 

6 

PO 

r»  A 

page  2 


DOSAGE  (total) 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

RBC 

ACHe 

uM/rnl /min 

B45 

12.  0 

c.3v;(br<. 

3o!T( 

B455^ 

B46, B70 

24.  0 

OhfL 

B46 :  ^ 

B70: 

*  Mku 

L  XkoaAi 

dbfrrfiz. _ 

T 


452 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

(W  -  P 

F  M  L 

O2  1 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmrnmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

S'  (3 

PO 

(M  A 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  irne 
(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Pet  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

C>3  "TLfevfe 

c£ 70 

ro8  /  o> 

*  1H 

* 

*  4 

0.  25 

*  c 

Cci » i 

c>*\  n 

*  £0 

0.  50 

4 

v* 

0.  75 

'  1 

0  °l  Ll  1 

#  ^ 

1.  0 

4< 

O  °i 

G°lS-i 

*<4/ 

*  hA 

1. 33 

/  Ol  L 

J  0  / 

* 

1.  ££ 

/  0^  4 

4, 

*bL> 

2.  00 

I  0  l  ^ 

/  0  56 

*  a 

* 

2.  5 

*L 

)  la/  b 

/  /  <2  4> 

3.0 

*• 

11  ri 

//  3'  4 

*a 

3.  5 

iao4 

i 

4.  0 

(  \ 

l£S-& 

/a  3-4 

*11 

*  rJ~0 

5.0 

\ 

Ore 

£.  0 

/  V<r  4  .. 

f1?(, 

*11 

*  MQ 

7.  0 

4. 

/rr4 

if  SL 

6.  0 

/4r4 

i  l  y(. 

10.  0 

k 

\  \ 

L  Ol 

>  ?  r  L 

453 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

JA  __  £_ 

F  M  L 

6<2 1 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin- 
i st rat  ion  (0-2400) 

Route 

Bottle 
I.  D.  # 

2 

OlVeJbH 

ok  S’  4> 

PO 

KJ  A 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

# 

£4.  0 

o&y  4 

*  fd 

1  # 

454 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

tv\  -  ? 

F  M  L  1 

a  i 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMISTRY 

Laboratory 


Screen  Predrug  Study 


TEST: NORMAL 

ddmmmyy 

ddmmmyy 

ddmmmyy 

<=?3{J3cl££. 

ddrnrnmyy 

l 

ddrnrnmyy 

NA: 135-148  MEQ/L 

\h  | 

) 

i  3i 

K:3. 5-5. 0  MEQ/L 

l.L 

CL: 96- 109  MEQ/L 

i  c>  a 

)o  4 

ib  L- 

C02: 24-30  MEQ/L 

l.. 

O  L 

2  1 

SUN: 12-25  MG/DL 

1 1 

1 

\H 

CREAT:0. 4-1. 5  MG/DL 

1  o 

\.l 

I-  ) 

GLU:70-1 15  MG/DL 

15 

1  1  3 

T. DILI :0. 3-1. 2MG/DL 

\  ) 

CO 

0 

o- 1 

D. BILI : 0. 1-0. 4MG/DL 

O.i 

£>■1 

nJ 

CA:9. 0-11.0  MG/DL 

^  ■? 

q  s 

<3-4 

P04 : 3. 0-4.  5  MG/DL 

M.  L 

3.1 

URIC  A:4. 2-8. 8MG/DL 

3,  2 

in 

4  y 

T.  PROT :  6.  0-8.  5G/DL 

1, ) 

q./ 

ALB.  :3.  2-5.  3  G/DL 

H.n 

L 

AST: 0-35  IU/L 

1  L 

DL 

ALT: 0-30  IU/L 

i  o 

i  a 

11 

ALK  PHQS:0-95  IU/L 

13 

CHOL: 151-268  MG/DL 

122 

iio 

LDH: 0-200  IU/L 

|fJ  P 

4 

in 

n  4 

CPK : 0-160  U/L (male) 

iSl 

)ll 

no 

455 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

(Y\  -  ? 

F  M  L 

C&- 1 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMISTRY 

Laboratory 


Screen  Predrug  Study 


TEST: NORMAL 

ft. 

ddmmmyy 

ddmrnrnyy 

ddrnmrnyy 

ddrnmrnyy 

ddrnmrnyy 

NA: 135-148  MEQ/L 

IV/ 

K  s  3. 5-5. 0  MEQ/L 

CL : 96—109  MEQ/L 

IOL 

C02 : 24-30  MEQ/L 

Q-l 

SUN: 12-£5  MG/DL 

11 

CREATrO. 4-1. 5  MG/DL 

)  O 

GLU:70-1 15  MG/DL 

T. DILI :0. 3-1. 2MG/DL 

o.l 

D. BILI : 0. 1-0. 4MG/DL 

CA : 9. 0“ 11.0  MG/DL 

4  ? 

P04 : 3. 0—4. 5  MG/DL 

4.  o 

URIC  A:4. 2-8. 8MG/DL 

4 .  o 

T.  PROT : 6. 0-8. 5G/DL 

n.  3 

ALB. :3. 2-5. 3  G/DL 

AST : 0-35  IU/L 

ALT: 0-30  IU/L 

34 

ALK  PHOS : 0-95  IU/L 

4-r 

CHOL: 151-268  MG/DL 

/Vf 

LDH: 0-200  IU/L 

)  3-7 

CPKsO-160  U/L (male) 

H3 

456 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

-  <? 

F  M  L 

c£i 

PROTOCOL  1 7 "*85"‘C"*5 1 3 3 —02 

HEMATOLOGY  Vj 

Laboratory  _ 


vv\jf 


Screen  Predrug  Study 


TEST  NORMAL 

ddrnrnrnyy 

ddrnrnrnyy 

ddrnrnrnyy 

Ol££&. 

ddrnrnrnyy 

ddrnrnrnyy 

Hgb 

13.  9-16.  3 

IS  s 

"isW* 

)S. 2 

PCV 

A 1. 0-53. 0 

H  Sx 

At  n 

""  Nr 

Ms.  y' 

pit 

150-350 

3M  1  ^ 

<DkX 

w$> 

RBC 

A. 50-5. 90 

£T.  a  | 

s.  ca 

S. 

NBC 

A500-1 1000 

1oS<s^> 

N<S> 

Bands 

2-6* 

\  o 

M 

IN  ^ 

^7 

Polys 

31-76* 

s  n 

N-i  D 

^  S' 

Eos 

1-4% 

o 

tJV) 

D 

Bas 

o 

cs> 

njs 

o 

Lymphs 

2A-AA* 

2?  S' 

<2  2. 

rJty 

3>  °) 

fttyp  Lyrn 

Q. 

) 

K)  V 

Cz> 

Monos 

£-11* 

3 

g 

r->  0 

6> 

Other 

O 

o 

o 

Ret ics 

0.  5-1. 5* 

fsj  T) 

(Ofc 

1.  o 

457 


page  14  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

JA_  ~  f_ 

F  M  L 

CL 21 

PROTOCOL  DAMD  17-85-C-5133-02 

URINAL Y8I8 

Laboratory 


Screen  Predrug 


TEST  NORMAL 

__KT£l- 

ddrnrnrnyy 

ddmnmiyy 

ddrnrnrnyy 

CljLE4£^ 

ddrnrnrnyy 

ddrnrnrnyy 

Color/flp 

cXcaxo 

Nt> 

Sp-  Gr, 

)  ■  cxlo 

0 

\.0i<a| 

pH 

Q.  o 

Protein 

— 'Y 

Ketones 

<5> 

Qcc  Bid 

*v — M/ 

Bi  1  i . 

C 

RBC 

o 

Q 

WBC 

o 

cj 

Casts 

O 

o 

Epi.  Cel 

cJ 

<~J> 

Crystals 

o 

o 

Bacteria 

o 

o 

St  udy 
Dat  e 


ELECTROCARDIOGRAM 


Date 

ddmrnmyy 

NORMAL 

check 

ABNORMAL 

check 

Descr i be  abnormal it ies 

X 

s/ 

/ 

458 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyrn  dosfcj ggd np 

Lietman 

m  -  4? 

F  M  L 

69- 1 

PROTOCOL  DAMD  17-85-C-5133-02 

check 


ADVERSE  EXPERIENCES 


if  none  occurred 


ADVERSE 

ONSET 

CESSATION 

SEVERITY 

REL’N  TO 

ACTION 

EVENT 

(Dat  e/T  irne) 

Date/T  irne 

(Check) 

TEST  DRUG 

(Check) 

# 

□ 

□ 

□ 

dd  mnirn  yy 

dd  mrnrn  yy 

Mild 

DEF. 

None 

□ 

PROS. 

□ 

□ 

□ 

(0— £400) 

(0-£400) 

Mod 

POSS. 

Treat  rnent 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

# 

□ 

□ 

□ 

dd  mmm  yy 

dd  mmm  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0— £400) 

(0— £400) 

Mod 

POSS. 

T  reat  merit 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

COMMENTS  (Indicate  #  and  event) 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

jL 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmrnrnyy 

Procedures 

Screening  laboratory 

— 

History,  Physical  Exam 

0 

Oft®  % 

Admission 

a 

03  FtTS^ 

P.6. 

s 

GfeSr U 

arv/ 

I  cert i f y  that : 


1)  I  have  carefully  examined  all  entries  on  the  data  collection 
forms,  consisting  of  _ pages,  for  subject  Q—  . 


2)  All  information  entered  onto  the  data  collection  forms 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


dd/mmm/yy 


for 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PycUtosLlgline 

Lietman 

L  -  u) 

F  M  L 

fea 

PROTOCOL  12-§5rC-5133-02 

Date  o 


f  *va  1  uat 


MEDICAL  HISTORY 

Examiner 


dd  mmm  yy 

i 


Date  of  birth 

dd  mmm  yy 


Age 

Sex 

Race 


Sly- 

_rn 

~F 


No  Yes  Comments 


A1 lergy 

y 

Tobacco  Use 

y 

/fid 

Alcohol  Use 

rt 

Recreational  Drug  Use 

y 

Medications  past  £  weeks 

/ 

Experimental  Drug  Exposure 

y 

Blood  or  plasma  donor 

y 

l 

Prior  Surgery 

/ 

Eye,  ear,  nose,  throat 

/ 

Endocrine (diabetes, thyroid) 

/ 

C-V  (heart  murmur, HBP) 

y 

Pulmonary  (cough, asthma) 

/ 

Hepat it  is, gast ro-intest inal 

/ 

Gen ito-ur inary 

Musculoskeletal 

y 

Neuropsychiatr ic 

y 

Pest icide/herbicide  use 

y 

iUcef  J  u/td£* 

✓ 

Other 

461 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  PxnLdoatigp&Qe 

Lietman 

L  7.  W 

F  M  L 

JQ'Z- 

PROTOCOL  imil2d85r£r5133-02 

3  o  3 -A  f-J  ££> 

PHYSICAL  EXAMINATION 

Date  Q±r~rfir/ _&y 
,_y^_  dd  mmm  yy 


Temperature 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt .  (  kg  ) 

 Of-  .9  c 

 ±>  S'min 

^y/toirt 

-.Llb-ll- 

1 

1 

1 — - 

U 

!-J 

• 

i 

J  i 

GENERAL  EXAMINATION: 

t 


(check) 

Nor. 

Abn. 

Provide  details  of  abnormalities 

Head/Neck 

EENT 

/ 

Chest, lungs 

— 

Heart 

y 

Abdomen 

/ 

Genital ia 

t 

JO 

Rectal 

Tj 

Ext remit les 

/ 

Skin 

y 

WA  m&  /t^tv  ixki 

Neurologic 

y 

CHEST  X— RAY 

Date 


NORMAL 

* 

ABNORMAL 

Describe  abnormal it ies : 

Examiner 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

L  -  U) 

F  M  L 

protocol  ^l^MD  17-85-C-5133-02 

- : - 1 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddrnrnrnyy 

Start  drug  admin— 
istrat ion  (0-2400) 

End  drug  adrnin- 
ist  rat  ion  (0-2400) 

Route 

Bottle 
I.  D.  # 

s 

O450fc 

osar 

o  S s  S 

IV 

U  A 

tn  t''  \ 

^  '•  ^ 


DOSAGE  (total) 

PLASMA  CONCENTRATIONS 


^  Ao  y. £<  V  ^  •  Q 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CPYRID01 

RBC 

ACHe 

uM/ml/rnin 

B01, B47 

0 

0  87  o 

O 

B01  : 

B47*75-4f 

B02 

0.  08 

•  . 

OUo 

8021  ?/jo 

B03 

0.  1£ 

*• 

o&  ?  r 

on  r 

B03 :  ^  ^ 

BOA, B4B 

0.  25 

k  1 

oS  o 

604 =58,4 

B^B  iQ.}{ 

BOS 

0.  33 

W  I 

c>?v  r 

<s&HS~ 

B°=  ■*?/.? 

B06 

0.  42 

*. 

o^r  ^ 

o  &  r  <o 

B0&:S^ 

B07,  B49 

0.  50 

V  . 

o£r  n 

B07-2U 

849 !  10  4 1 

BOB 

0.  58 

*• 

o  o 

O*?  OQ 

BBB‘tlb 

B09 

0.  66 

S' 

d  n 

B09:  //,3 

BIO, B50 

0.  75 

*  • 

c /O 

c)i/o 

B10'&55 

B5  0s/i^6 

Bll 

0.83 

•• 

o°ur 

81  “/-5? 

B12 

0.  92 

■  < 

CAAo 

8121  #5 

B13, B51 

1.0 

i\ 

O  ‘UJ" 

rrnan 

B13‘^3t 

B=“ia.M 

B14, B52 

1. 33 

A 

BlAti.o9 

Bsai  iw*? 

B15, B53 

1. 66 

( \ 

I  SOS' 

/  o°r 

B15s3U 

B53sl34* 

B16, B54 

2.  0 

1* 

loS  3 r 

/oar 

BS4‘/4.I( 

B17 

2.  5 

\ • 

/OSS' 

/  ofJ 

•+-  cWtour'  M^odu^jh/-  463 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyndostignine 

Lietman 

i_  -  UJ 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0—2400) 

End  drug  admin¬ 
istration  (0—2400) 

Route 

Bottle 
I.  D.  # 

s 

O  gX  !T 

IV 

/O  /\ 

DOSAGE  (total) 


PLASMA  CONCENTRATIONS 

page  2 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CPYRID03 

RBC 

ACHe 

uM/ml /mi n 

B18, B55 

3.0 

06  st 

hay 

t  13^ 

B18:/,73 

B55:.^  S>3- 

B19 

3.  5 

*• 

i  /  r  r 

..nrr 

B19.^ 

B20, B5S 

4.  0 

*  v 

r 

B20:  ^ 

B56:  l$,05 

B21 

5.  0 

M 

i«r 

|7  J.5" 

6211 

B22, B57 

£.  0 

;Wr 

1 

822:^ 

B57:  /$,3| 

B23 

7.  0 

i  r. 

B23:^ 

B24 

8.  0 

i' 

B24:_£ 

B25 

10.0 

•\ 

isur 

)Sdf' 

B25:^ 

B26 

12.  0 

it 

Si' 

&  0-  y 

B26  s  ^ 

B27, B58 

24.  0 

olfM 

afar 

B27:^_ 

B58:|6/44 

TjC] >ur 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyr~i  Hrtct-i  orm rua 

Lietman 

Jr  __ 

F  M  L 

PROTOCOL  jm)_17Qa5-C-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

5' 

«£>& J  C 

OS’  5"  -T 

IV 

M  A 

DOSAGE  (total) 


PHY8I0L0GIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 
ddmrnm  yy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

*  ^ 

0.  8 

/  , 

C'jS  S  O 

05“  ^  o 

0.  16 

os  3  r 

O  £  Jj~" 

0.  25 

1 1 

OSJo 

c-S  Vo 

* 

0.  33 

• 

cj  tyjT 

o  £ 

0.  4£ 

\ 

S'  o 

O&S  6 

0.  50 

os  x  r 

<l>  §  -5  .3 

*  V,  3) 

0.  58 

n 

O^o 

0.  66 

( ( 

o?or 

0^6  A" 

0.  75 

•< 

<27/0 

*  6V 

0.  83 

o*9/j 

0.  92 

*  i 

OlOc 

OTUo 

1.0 

•i 

cT'5^3-' 

*6® 

*  s)E> 

1  •  33 

•• 

a  ^  yj  ’ 

OT'T'J" 

*6* 

1. 66 

<  # 

/  oo  y* 

/DO T 

*  b^ 

£.  0 

r 

/  o  a  3" 

#  fJD 

2.  5 

/orr 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PvridostiRrrrinp 

Lietman 

F  M  L 

PROTOCOL  DAMD  11-85-05133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat  ior»  (0-2400) 

Route 

Bott le 
I.  D.  # 

5 

0<c^j6% 

o  r 

<08  ST  S" 

IV 

DOSAGE  (total) 


PHY8X0L0GIC  VARIABLES 

page  £ 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ua 1 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

io  r 

no. 

#  ^ 

3.  5 

<v 

i/s'r 

))5'y 

4.  0 

*  , 

/o- 2r 

*  ^ 

#  h 

5.  0 

*  , 

i  Or 

1 3  or 

6.  0 

*1 

h. or 

*  60 

* 

7.  0 

t\ 

i  yj  s 

/Oj' 

6.  0 

*  i 

1 4  o  r 

/60-6 

10.  0 

•  \ 

12.  0 

/' 

24.  0 

nx  or 

cto.  r 

*  u& 

#  ^  i 
<j/^ 

466 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridos  t  ignme 

Lietman 

2,  ^ 

F  M  L 

^2. 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddrnmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0-8400) 

Route 

Bot  tie 
I.  D.  # 

a 

c>3  V*\>8c 

og  S7 

oS-T  °i 

PO 

K)  ^ 

-'-Sf-  .Lb.  c 


1.6?63? 

^  c^r-jL^r-j^  DOSAGE  (total) 


PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddrnmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID01 

tO&-/HL 

RBC 

ACHe 

uM/rnl  /rnin 

B28, B59 

0 

Cpfck  SC 

o^ca 

09"  Oo 

B28:^ 

B59=  /5.3P. 

B29, B60 

0.  25 

*• 

c^> ‘n  lLl 

/  4, 

B23!3?/ 

B60:  /4.  95 

B30, B61 

0.  50 

B30!  U3 

881 !  I3.5fc 

B31, B62 

0.  75 

( t 

H 

0*1  L/<y 

B31: /^/ 

B6£:/P$3 

B32, B63 

1.  0 

*  i 

Oc \  *  2 

B32:  Jl  f 

B83=/l.?o.- 

B33, B64 

1. 33 

IO  |G| 

I  0)2 

B64:  ^ 

B34, B65 

1. 66 

‘4 

1  o^9 

B34 :  /qJ 

B65 :  jf. 

B35, B66 

2.  0 

*  4 

loTI 

I0S<) 

B35 

B66! 

B36 

2.  5 

\  I 

)  122 

B36:f./7 

B37, B67 

3.  0 

'  < 

II  s- 1 

)  )  Jr<7 

B37:^ 

887 !  //•/<) 

B38 

3.  5 

^  i 

I 

uol 

838 ! 

B39, B68 

4.  0 

f i 

/  3 

B39:^/ 

B68: 

B40 

5.  0 

«  4 

125*1 

n  s-f 

B40:^^ 

B41, B69 

6.  0 

*1 

l  4  ^ 

!H  SI 

84,1 

B69=  /W  J 

B42 

7.  0 

*  4 

/  J"vS  *) 

/ i'  rl 

B42 :  JjL 

B43 

8.  0 

<4 

ur2 

B43 :  /.^ 

B69A : 

B44 

10.  0 

/  s-r? 

LSJH 

B44 : 

#■21 

^  J^iour  /cxaooy 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  _ Pyridostigmine 

Lietman 

2=  .i  i*=> 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  admin¬ 
istration  (0—2400) 

Route 

Bott le 
I.  D.  # 

2 

_ e>  _ 

1 

PO 

rO  A 

DOSAGE  (total) 

PLASMA  CONCENTRATIONS 


page  2 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

Hl 

RBC 

ACHe 

uM/rnl  /min 

B45 

12.  0 

ao  i  1 

B45 :  ^ 

B46, B70 

24.  0 

nLl  Xi&h 

S  5 

o& 

B46 :  ^ 

B70: 15.55 

w 

.  *  *  / 

ifc- 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

F  M  L 

ha. 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmrnmyy 

Start  drug  admin¬ 
istration  (0-£400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

a 

S'  S"  1 

PO 

^  A 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

C>'3  V-efc  St 

o2 

*7o 

*  Kit) 

«5l 

0.  £5 

O  W 

/  4 

*  74 

— 

0.  50 

\x 

£> 

*4o 

*rj5 

0.  75 

*s 

*5^ 

1. 0 

oi 

*6o 

*  ^ 

1. 33 

lk 

1  o  /  9 

/© 

*4<7 

1.  66 

•• 

/o  1  <? 

/o3,  ? 

£.  00 

/o  r  ? 

/<=> 

*5.2 

* 

2.  5 

)  i 

 LLS5 

3.0 

))  S  9 

;/  ^7 

3.  5 

/<D<3l9 

4.  0 

(( 

#6f 

*  ^ 

5.  0 

K 

1  3 

1351 

6.  0 

/ , 

/ 

1  *15°} 

#60 

*  nO 

7.  0 

1, 

/55  ? 

i  s  s  3_ 

8.0 

•• 

(  <*S°) 

10.  0 

* 

i  £  S' 

l  * 

459 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Hetman 

JzT  -- 

F  M  L 

0<P 

PROTOCOL  nftMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddrnrnrnyy 

Start  drug  admin¬ 
istration  <0-£400) 

End  drug  admin¬ 
istration  <0-£400) 

Route 

Bottle 
I.  D.  # 

a 

©3  ^ 

PO 

nJ  a 

page  £ 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddrnrnrnyy 

Scheduled 
Clock  Time 
(0-£400) 

Actual 
Clock  Time 
<0-£400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

1£.  0 

0>3»sr -Jyio 

#  f'O  0 

£4.  0 

ol\  ZJ&t 

OS’  ST 

oS'i  c] 

470 
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INVESTIGATOR’ S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

r_ 

F  M  L 

6a  a. 

PROTOCOL  DAMD  17-85-C-5133-02 

CHEMI8TRY  VAU 

Laboratory  _ \ 


:& 


Screen  Predrug  Study 


TEST: NORMAL 

ddmmmyy 

ddmmmyy 

ddrnmrnyy 

ddrnmrnyy 

QilihSL 

ddrnmrnyy 

NA: 135-148  MEQ/L 

i  r 

)<1  3 

i 3  °l 

K : 3. 5-5. 0  MEQ/L 

M-  4 

Ml 

MS 

CL : 96-109  MEQ/L 

//  ^ 

/o'? 

1  &s 

COE: 24-30  MEQ/L 

34 

3l8 

SZ 

SUN : IE— £5  MG/DL 

il 

)L 

13 

CREAT:0. 4-1. 5  MG/DL 

/•/ 

/.  1 

ho 

GLU : 70— 1 1 5  MG/DL 

Mo 

m 

IS  4 

T. DILI : 0. 3-1.  EMG/DL 

os 

/  •  o 

D. BILI : 0.  1-0. 4MG/DL 

(O 

0,1 

o./ 

CA :  9.  0-11. 0  MG/DL 

4 

M.r 

MS 

P04:3.  0-4.5  MG/DL 

3  4 

3.4 

URIC  P:4. 2-0. 0MG/DL 

S3 

sro 

T.  PR0T:£. 0-8.  5G/DL 

n.o 

G.4 

ALB.  :  3.  2-5.  3  G/DL 

SI 

4.7 

If.  v 

PST  s  0-35  I U/L 

11 

av 

2  o 

PLTsO-30  I U/L 

II 

PLK  PHOS : 0— 95  IU/L 

Mo 

37 

<3  / 

CHOL: 151— £68  MG/DL 

00*1 

j€  o 

• 

LDH : 0— £00  IU/L 

M  ^ 

us 

lOM 

m 

CPK: 0-160  U/L (male) 

3H3 

S  S3 

3o1 

471 
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INVESTIGATOR’S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

J=-  --  ^  / 

F  M  L  L 

PROTOCOL  DAMD  17-85-C-5133-02 

Screen  Predrug  Study 


TEST: NORMAL 

MA. 

ddmmmyy 

ddmrnrnyy 

ddmmmyy 

ddmrnrnyy 

ddrnrnmyy 

NO: 135-148  MEQ/L 

K: 3.  5-5.0  MEQ/L 

CL: 96— 109  MEQ/L 

C02: 24-30  MEQ/L 

SUN: 12-25  MG/DL 

13 

CRE0T:0. 4-1. 5  MG/DL 

1.  o 

GLU: 70— 1 15  MG/DL 

£3 

T. DILI :0. 3-1. 2MG/DL 

/.  / 

D. BILI : 0. 1-0. 4MG/DL 

C0:9. 0-11.0  MG/DL 

°lA 

P04:3.  0-4.5  MG/DL 

URIC  0:4. 2-8. 8MG/DL 

S'.  3 

T.  PROT :  6.  0-8.  5G/DL 

OLB. :3. 2-5. 3  G/DL 

4.8? 

OST : 0-35  IU/L 

33 

OLT : 0-30  IU/L 

)  ? 

OLK  PH0S:0-95  IU/L 

CHOL: 151-268  MG/DL 

/S' 7 

LDH: 0-200  IU/L 

/£>** 

CPK: 0—160  U/L (male) 

3  to 

472 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

-4.-  k  , 

F  M  L  ( 

PROTOCOL  DAMD  17-85-C-5133-02 

HEMATOLOGY  VALUES  .  1  ,  \\  «  taD 

Laboratory  ~t  V  '  ' 


Screen  Predrug  Study 


TEST  NORMAL 

noauft 

ddmrnmyy 

ddmmrnyy 

c?hFAfc 

ddrnrnrnyy 

ddrnrnrnyy 

ddrnrnrnyy 

Hgb 

13.  9-16.  3 

/4  1 

n$ 

13  ^ 

13.7 

PCV 

41. 0-53. 0 

Hi  S' 

0 

6 

S' 

HbS 

39.5" 

pit 

150-350 

a 

325' 

2  c4 

Qi  ? 

RBC 

4. 50-5. 90 

M.HS 

Mj,K  , 

4.4s 

WBC 

4500-11000 

4st>o 

2/  B&5 

4/0° 

Bands 

£-6S 

S' 

4 

} 

i  a. 

Polys 

31-76S 

53 

HI 

59 

Eos 

1-4S 

i 

3 

2 

e> 

Bas 

6 

t> 

© 

o 

Lymphs 

£4-44* 

3  5 

31 

<a  5* 

Atyp  Lyrn 

o 

3 

) 

o 

Monos 

£-1 1* 

4 

°\ 

4- 

Other 

o  . 

O 

b 

o 

Ret ics 

0.  5-1. 5‘/ 

<\H 

0.7 

473 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

L  1_  vJ_ 

F  M  L 

Co.'1' 

PROTOCOL  DAMD  17-85-C-5133-02 

URINAL Y8I8 

Laboratory 


Screen  Predrug 


TEST  NORMAL 

dd 

NJ_^_ 

rimrnyy 

CQfeJzM 

ddmrnmyy 

ddrnmmyy 

ddmrnrnyy 

ddmrnrnyy 

Color/Ap 

10,0. 

Sp.  Gr. 

1. 

"  0 

i  020 

PH 

S'.  c? 

S..D 

Protein 

Or-Q-v 

Ketones 

o 

Occ  Bid 

Bili. 

r-Y^srJ 

RBC 

0 

o> 

o 

rj 

WBC 

o 

<D 

Casts 

o 

e> 

Epi.  Cel 

0 

l 

Cryst als 

o 

 .  i  .. 

o 

Bacteria 

U 

l 

b 

\y 

0 

St  udy 
Dat  e 


ELECTROCARDIOGRAM 


Date 

ddrnmmyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormal i t ies 

2a3-rti JH 

l/ 

oHFIZ- 4 

y 

olQjtt 

✓ 

474 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyH  ffogH  gjrri np 

Lietman 

L  ^  & 

F  M  L 

PROTOCOL  MMD  17-85-C-5133-02 

ADVER8E  EXPERIENCES 


check  if  none  occurred 


ADVERSE 

ONSET 

CESSATION 

SEVERITY 

REL’ N  TO 

ACTION 

EVENT 

(Date/T ime) 

Date/T  irne 

(Check) 

TEST  DRUG 

(Cheek) 

# 

□ 

□ 

□ 

dd  mrnrn  yy 

dd  mrnrn  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treat  rnent 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

# 

□ 

□ 

□ 

dd  mmm  yy 

dd  mmm  yy 

Mild 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

COMMENTS  (Indicate  #  and  event) 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyridostigirLne 

Lietman 

ten 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmmmyy 

Procedures 

— 

Screen i n  g  la  bora t  or y 

— 

History,  Physical  Exarn 

0 

Adrni  ss  i  on 

D 

loCeviv 

5' 

Po. 

I  cert  1 fy  that : 

1)  I  have  carefully  examined _ _ ^ 1 1  entries  on  the  data  collection 

forms,  consisting  of _ J._S _ pages,  for  subject  _ ■ 

£)  fill  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


dd/mmm/yy 
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INVESTIGATOR’ S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyrjLsfcstigpriue 

Lietman 

j)  c  m 

F  M  L 

(fo.3 

PROTOCOL  12-85.-C-5133-02 

<56  ^  i  MEDICAL  HISTORY 

Date  of  evaluat  ion^_^/P__/^^  Examiner 


Date  of  birth 

dd  mnirn  yy 

<S(9 


_ £j.iVilbv_ 

print  name  ^ 


Age 

Sex 

Race 


_ _yrs 

~rn 


C> 


No  Yes  Comments 


A1 lergy 

y 

(d* '  ^CAf  (u*  *4y 

Tobacco  Use 

/ 

Alcohol  Use 

y 

""  f* 

Recreational  Drug  Use 

</ 

Medications  past  2  weeks 

/ 

Experimental  Drug  Exposure 

y 

Blood  or  plasma  donor 

y 

yy 

Prior  Surgery 

y 

Eye,  ear,  nose,  throat 

/, 

Endocrine(diabetes,  thyroid) 

y 

C-V  (heart  murmur,HBP) 

/ 

Pulmonary  (cough, asthma) 

y 

Hepat it  is, gast ro-intest inal 

y 

Gen ito-ur inary 

y 

&C.  ^ y 

Musculoskeletal 

y 

Neuropsychiatric 

y 

Pesticide/herbicide  use 

/ 

xh  -  - 

Other 

^y 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pxxi^JatigPBCe 

Lietman 

•J)  c/n 

F  M  L 

PROTOCOL  D^MU_12-85r£r5133-02 

PHYSICAL  EXAMINATION 

Date  £b/f?h-/Ib 
dd  mmm  yy 


Temperature 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt .  ( kg ) 

J-  ?-•  -C  c 

 J^rnin 

f^3/rnin 

L~M  0 

i 3.0 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormal i t ies 

Head/Neck 

EENT 

i/ 

ftOj  i tYi 

Chest, lungs 

/ 

■  — 

Heart 

i/ 

J  'nkr  'VCjjfrb-t-  flfrO  (t*y}  -tj 

Abdomen 

U  / 

Genital ia 

tJ 

Rectal 

p 

Ext remit ies 

1/ 

Skin 

Neurologic 

y 

CHEST  X-RAY 

Date 


NORMAL 

*< 

ABNORMAL 

Descri be  abnormal  it ies : 

Examiner 


print  name 


478 


page  4  of  15 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

H  £_  Ql 

F  M  L 

PROTOCOL  ^MD  17-85-C-5 133-02 

MEDICATION  RECORD 

STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmrnmyy 

Start  drug  admin¬ 
istration  (0-2A00) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

a 

f  (> 

Vx 

J- 

IV 

(M  r\ 

1  ^3.'^  *>  DOSAGE  (total)  _ 

PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  Ud 1 
Clock  Time 
(0-2400) 

CPYRID03 

RBC 

ACHe 

uM/ml  /rnin 

B01 , B47 

0 

KJ 

o^on 

B01:^ 

B47:/2 

B02 

0.  08 

t  i 

08^7 

B0  2:/;, J 

B03 

0.  18 

h 

o?  s  a 

o  R  r  cl 

B03; 

B04, B4B 

0.  25 

/i 

ok  S  7 

OSS'  0 

E04!/^7 

BAS :  //•  ^ 

B05 

0.  33 

Did 

o  oL 

B05:^^ 

BOS 

0.  A2 

0*1  ol 

B06 :  j. j  Cj 

B07, B49 

0.  50 

i 

1 

Ol  IX 

B07tx>s 

BA9 

BOB 

0.  58 

i  4 

1  *7 

o  ^  in 

B08Vi?,7 

B09 

0.  68 

/* 

cd  3,7- 

o  la."*- 

BOS: //Q 

BIO, B50 

0.  75 

t\ 

O 

BX0:/4% 

B50 :  g  ^  / 

B 1 1 

0.  83 

*» 

£>*1 3  a. 

Blu9.al 

B12 

0.  92 

'l 

C/m 

3  0 

bi2*7  pry 

B13, B51 

1.0 

•l 

O 

■O^^T, 

Bl3'3.% 

B1 A, B52 

1. 33 

u 

IOOL 

/ool 

Bl*'42i 

B52 :  //  eg 

B15, B53 

1.  88 

*\ 

>  o3.X  . 

7  C^'L 

Bis=3i6 

B53:  /A^ 

BIS, B5A 

2.  0 

(oU 

ion 

B16:  ^ 

B54:  //?£ 

B17 

2.  5 

<* 

II  \T- 

1 1 

B17i  <?/& 

^  JmXOLLT  OJ^am  Ab'hMUJiH-  479 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

Si  L  ^ 

F  M  L 

CK-a 

PROTOCOL  NMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0—2400) 

Route 

Bottle 
I.  D.  # 

2. 

oZHlr 

o°\  H 

IV 

^  f\ 

DOSAGE  (total)  _ LUrL 

PLA8MA  CONCENTRATIONS 


page  2 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CPYRID03 

a£-/mL 

RBC 

ACHe 

uM/ml /min 

BIB, B55 

3.  0 

1)  *11 

)/V  "L 

B18:  ^ 

855  xiM? 

B19 

3.  5 

> 

111  L 

mi 

B19: 

B20, B56 

4.  0 

•  \ 

B20: 

B56 :  ia>- 

B21 

5.  0 

4  V 

avi 

1  "iVL 

B21t  f\J£ 

B22,  B57 

6.  0 

\^Hl. 

1  Hm. 

B22: 

857 8 /d  ?«; 

B23 

7.  0 

% 

1 

1  S-</Z. 

/  ryi 

B23!f\j£ 

B24 

8.  0 

*■  \ 

u>ii 

B£4= 

B25 

10.0 

»< 

B25: 

B26 

12.  0 

00^2 

da  vi 

B26:  ^ 

B27, B58 

24.0 

A?  VL 

£>SV  2- 

B27 :  * 

858 '/AJe 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  tVHHncHgminp 

Hetman 

U  _cj\ 

F  M  L 

PROTOCOL  JQAMD_17Qa5-C-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddrnmmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  adrnin- 
i st  rat i on  <  0-2400 ) 

Route 

Bottle 
I.  D.  # 

'X 

0°i  IX 

IV 

Nl 

(total  >  \  3~/m/ 


DOSAGE 

PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

1  %  L 

M  A, 

3  *7 

*  5^ 

*  fUb 

#ok 

0.  8 

c>^n 

CX'iH 

0.  16 

\ 

O  ^  s  o. 

S'  L 

0.  25 

\ 

\ 

o  ^ 

7 

* 

0.  33 

** 

0.  42 

o<?o7 

<D  ^  o7 

0.  50 

IX 

OA  1 X 

*67 

*VJ^ 

#  ) 

C>k^ 

0.  58 

0^/9 

0.  66 

►v 

o“n?- 

0.  75 

s 

o  Aa-7 

o  A'3.7 

*£o 

0.  83 

•  1 

bnt 

0.  92 

it 

<Dl  3  7 

1.0 

O 

#  / 

<4  o 

# 

1. 33 

4\ 

/aOl 

*£<7 

1. 66 

s 

/^)2l 

/o  a  2 

*6c> 

2.  0 

l. 

*  6  7 

•  (0^ 

2.  5 

K 

/  /  )  1 

_ U  J2 

481 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

compound  Pyridos  t  iemine 

Hetman 

a  c  a 

F  M  L 

PROTOCOL  _^ffi_lZ-_85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-£400) 

End  drug  admin- 
ist rat  ion  ( 0-2400) 

Route 

Bott le 
I.  D.  # 

3. 

o  8  °iL 

O 

IV 

DOSAGE  (total) 


I  XX 


PHYSIOLOGIC  VARIABLES 


page  £ 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0— £400) 

Pulse 

Rate 

bpm 

Hand 
Gri  p 
L/R 

Coord 

Test 

3.  0 

nvz 

3.  5 

t  , 

1Z  1  z 

)3l  )Z 

4.  0 

»/ 

1 XHL 

12-VZ 

*6<f 

* 

5.  0 

13  Hz 

/39z 

6.  0 

)<yvz 

1  Hi 

Ho 

*  ^ 

7.  0 

/  sn 

)SHT- 

0.  0 

K 

;tvt 

10.  0 

*  \ 

)Mz 

n  v  x. 

1£.  0 

£4.  0 

ll 

'ix. 

*£o 

*10^ 

* 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridosti^nine 

Lietman 

S2  £_  _0> 

F  M  L 

da  "3 

PROTOCOL  DftMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin- 
istrat ion  (0—2400) 

Route 

Bott le 
I.  D.  # 

sS 

\3^-eJk££ 

O  $3T  & 

PO 

cJ  A 

^  *7  A?  <?r>9 


\ 


OSAGE 


(total ) 


Ik 


PLASMA  CONCENTRATIONS 


^  v^ie  i  ^  <5. .  O  W-y 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

hg-Ihl 

RBC 

ACHe 

uM/rnl  /min 

B28, B59 

0 

A 

og  Vt 

B28 :  ^ 

B5  9:/03^ 

B29, B60 

0.  25 

‘t 

C>°\  i'l 

Q  °i}3 

B2M.?0 

660 = /,?/,* 

B30, B61 

0.  50 

K 

£>1J$ 

o 

B30: 

B61:  //^ 

B31, B62 

0.  75 

Q>°\  4  3 

c  1V3 

B31:/o.9 

B6£!//.?4 

B32, B63 

1.  0 

*> 

O  Q,  sT4 

B32=/4,0 

B63 :  IQ.  fa, 

B33, B64 

1  •  w) 

s 

/o)fr 

/  O)  ^ 

B33:/^/ 

B64:  /&/# 

B34, B65 

1. 66 

'v 

/bib 

)q3  i 

B3<1=/£,3 

B65:  ^ 

B35, B66 

2.  0 

lasb 

B35  :/3,(j 

B66!9,<# 

B36 

2.  5 

*• 

113.? 

na? 

B36:  /J4 

B37, B67 

3.  0 

M 

ii  s  ? 

)  IS  X 

B37‘/,?,3 

B38 

3.  5 

1  Q.2.X 

iaaX 

B3S:/3,/ 

B39, B68 

4.  0 

‘v 

)  3-Sfr 

losf- 

B39:  ££ 

B&a: 

B40 

5.  0 

Ik 

n>sz 

/  3sT/ 

B41, BS9 

6.  0 

K 

1  v 

...  - 1  ^  5? 

b«  1*4,89 

B69'-//.3? 

B42 

7.  0 

u 

i  S~5'8- 

irxf 

B42 

B43 

8.  0 

I 

X 

IbS? 

/& 

B69A :  jf,  foj 

B44 

10.  0 

i  g  sb 

its? 

B44:/^ 

12. M 

V  'fk£&UJ-y  /XAfo&jJ/ 483 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  rinfiH  prrrinp 

Lietman 

3>_ 

F  M  L 

3 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

s 

PO 

KJ 

page  £ 


DOSAGE  (total)  _ 

PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

toe- /ml 

RBC 

ACHe 

uM/rnl  /mi  n 

B45 

12.  0 

2o5T  g 

■SLOPS' 

B45lj^-- 

B46, B70 

24.  0 

o9  S5» 

o8s  « 

B46: 

B70!/3  01 

V^fed 

iw~  OuO&C 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

o  jk 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmrnmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

s 

0?S~  ? 

o?  jr  F 

PO 

fO-A 

DOSAGE  (total)  _ ]jo. 

PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

S->  A 

*£o 

« 

#  oJL 

0.  25 

o^i  n 

Cll^ 

*  6  o 

— 

0.  50 

/I 

o?i  2.Z 

o  "3  a? 

*64 

*  Kl* 

*  o 

0.  75 

O  ^ 

1.0 

h ' 

o°i  r  r 

*6  4 

# 

1. 33 

h 

/  o  18 

1  O  /  g 

#6o 

1.  66 

‘y 

!  o^S 

/  o  38 

*6  4 

2.  00 

\\ 

loss- 

/o  y  £ 

*  6  o 

*  kj"6 

2.  5 

h 

na# 

/ 

3.  0 

n 

US  % 

ns  S' 

*6o 

3.  5 

S 

4.  0 

M 

us? 

#  kjD 

* 

5.  0 

t\ 

/ 

/2  xJ' 

6.  0 

M 

#  Mj> 

#  iocs 

7.  0 

*. 

Iss  / 

isrx 

a.  0 

'  < 

/6  -TZ 

)i  rs 

10.  0 

_ lZ££ 

)  FS/ 

485 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Hetman 

H  £.  J2> 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddrnrnrnyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

S' 

\Z 

o  ? 

o 

PO 

fO'A 

DOSAGE  (total)  /  L=> 


PHYSIOLOGIC  VARIABLES 

page  2 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddrnrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

a  c>  SX 

V'b 

24.  0 

o  Zsg 

*<r? 

*  iJD 

486 
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INVESTIGATOR’ S  NOME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

^  C  tK, 

F  M  L  ^ 

PROTOCOL  DAMD  17-85-C-5133-02 

Screen  Predrug 


St  udy 


TEST: NORMAL 

ddmmmyy 

nJ.T) 

ddrrvnmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

NA: 135-148  MEQ/L 

IM  4 

\M\ 

31 

K:3. 5-5. 0  MEQ/L 

M-3 

H.3 

CL: 96- 109  MEQ/L 

to"? 

(  O<o 

/o3 

C02: 24-30  MEQ/L 

2.  S' 

SUN: 12-25  MG/DL 

1  3' 

1  L 

i  L 

CREPT :0. 4-1. 5  MG/DL 

1.  1 

).  o 

1.1 

GLU:70— 1 15  MG/DL 

T. DILI :0. 3-1. 2MG/DL 

1-3 

0.4 

D.  BILI : 0.  1-0.  AMG/DL 

q 

6 

o .  / 

nJ  ^ 

CP:9. 0-11.0  MG/DL 

io .  i 

1  o.^> 

POA : 3. 0— A. 5  MG/DL 

h.  r 

3.7 

URIC  P:A. 2-8. 8MG/DL 

aD^s'l' 

&.  2 

T.a 

T.  PR0T:6. 0-8.  5G/DL 

n.u 

n.3 

o.r 

ALB. :3. 2-5. 3  G/DL 

Hn 

h.n 

AST: 0-35  IU/L 

1  L 

% 

14 

ALT :0-30  IU/L 

22. 

11 

ALK  PHOS : 0-95  IU/L 

S°l 

S'! 

CHOL: 151-268  MG/DL 

fO 

si  D 

1  S  4 

LDH: 0-200  IU/L 

IS  A 

<2/ 

CPK : 0-160  U/L (male) 

Mb 

* 

n  C 

S3. 

t->  3. 


487 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

T>  CL  tY\ 

F  M  L 

Q&l 

PPq-j-qqq^  DAMD  1 7 —85 —C— 5 1 33  —  02 

HEMATOLOGY  V; 

Laborat  ory 


Screen  Predrug 


St  udy 


TEST  NORMAL 

ddrnrnrnyy 

ddrnlnrnyy 

U-£Jl8JL 

ddrnrnmyy 

iakl& 

ddmrnrnyy 

ddmrnrnyy 

Hgb 

13.  9-1S.  3 

IS.  2- 

\5./ 

)  S.  / 

PCV 

41. 0-53.  0 

45-7 

4  s.  4 

Pit 

1 50-350 

1  u 

^3 

19b 

RBC 

4. 50-5. 90 

H-  nr 

4 -S  T 

WBC 

4500-1 1000 

'Saco 

*740  o 

Bands 

2-6* 

n 

6 

3 

Polys 

31-76S 

44 

5"  o 

Eos 

1-4S 

o 

*3 

O 

Bas 

o 

o 

O 

Lymphs 

24-44S 

33 

3  i 

<3  *4 

Atyp  Lyrn 

a 

Q. 

0 

Monos 

2-11S 

<\ 

2 

9 

Other 

D 

o 

CD 

Ret ics 

0.  5-1. 5* 

nJ5> 

<y 

/ 

1.5 

K4 

Dat  e 


488 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Hetman 

D_  c_ 

F  M  L 

an 

PROTOCOL  DAMD  17-85-C-5133-02 

TEST  NORMAL 

ddrnrnmyy 

ddm 

nmyy 

)  |  k  £% 

ddmrnrnyy 

L<dFA8L 

ddmrnrnyy 

ddmrnrnyy 

Color/flp 

S  p .  G  r . 

<3>  - 

l. 

o 

l,  ^al 

pH 

G .  o 

Protein 

Of*-** 

Ketones 

0 

G 

rv-^y/ 

Occ  Bid 

0 

Bi  1  i . 

h 

6 

RBC 

o 

0 

o 

WBC 

o 

o 

Casts 

cO 

o 

Epi.  Cel 

cD 

o 

Crystals 

O 

O 

Bacteria 

O 

> 

/ 

L 

/ 

TD 

ELECTROCARDIOGRAM 


Date 

ddmrnrnyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormal it ies 

0&  FJq  Fk 

✓ 

wVJLZt 

1/ 

14  ^ASt 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  Hngt"i  gjrri np 

Lietman 

T)  e  X>v 

F  M  L 

9X1 

PROTOCOL  Q4MD  17-85-C-5133-02 

ADVERSE  EXPERIENCES 

check  if  none  occurred 


0 


ADVERSE 

EVENT 


ONSET 

(Dat  e/T  irne) 

CESSATION 
Date/T  irne 

dd  mmm  yy 

dd  mrnrn  yy 

(0-2400) 

(0-2400) 

dd  mmm  yy 

dd  mmm  yy 

(0-2400) 

(0-2400) 

SEVERITY 

(Check) 


REL’N  TO 
TEST  DRUG 


ACTION 
(Check ) 


□ 

Mild 


□ 

Mod 


□ 

Sev 


□ 

DEF. 

□ 

PROB. 

□ 

POSS. 

□ 

DEF.  NOT 

□ 

UNKNOWN 


□ 

None 


□ 

Treat  rnent 


□ 


Stop  test 
drug 


□ 
Mi  Id 


□ 

Mod 


□ 

Sev 


□ 

DEF. 

□ 

PROB. 

□ 

POSS. 

□ 

DEF.  NOT 

□ 

UNKNOWN 


□ 

None 


□ 

Treat  merit 


□ 


Stop  test 
drug 


COMMENTS  (Indicate  #  and  event) 


490 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

m  % 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

PROTOCOL 


St  udy 
Day 

Date 

ddmrnrnyy 

Procedures 

— 

03 fcS&fi 

Screening  laboratory 

— 

Cbfhg,  'fa> 

History,  Physical  Exam 

0 

<yj£nsv> 

Admission 

/o  fkn 

jW- 

5" 

to • 

I  certify  that:* 


1)  I  have  carefully  examined  all  entries  on  the  data  collection 
forms,  consisting  of _ IS-- _ pages,  for  subject  #  Cp  _ . 


£)  All  information  entered  onto  the  data  collection  forms 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


WM'& 

dd/mmm/yy 


for 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pxd^ifitigPSSe 

Lietman 

XiOT 

F  M  L 

protocol  M®.  1Z-S5.-C-5133-02 

Date  of 

Date  of 

Age 

Sex 

Race 


evaluation 


birth 


MEDICAL  HISTORY 

d(2/&&/£L  Examiner 

dd  mrnrn  yy 


print  name  ^ 


dd  mrnm  yy 


_^2_yrs 


No  Yes  Comments 


ft 1 lergy 

Tobacco  Use 

X 

Alcohol  Use 

y 

Recreational  Drug  Use 

OuJ./ y*-  y1*- 

Medications  past  2  weeks 

y 

Experimental  Drug  Exposure 

/ 

if1'  ***** 

Blood  or  plasma  donor 

/ 

Prior  Surgery 

y 

Eye,  ear,  nose,  throat 

y 

Endocrine (diabetes, thyroid) 

y 

C-V  (heart  murmur, HBP) 

y 

Pulmonary  (cough, asthma) 

y 

Hepat it  is, gas tro- intest inal 

/ 

Sen ito-ur inary 

&c  m i, 

Musculoskeletal 

y 

Neuropsych iat ri c 

y 

Pest icide/herbicide  use 

y 

l)t  MLc>  i/d) 

Other 

y 

~  r 

492 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  £jDCWtoatigpiDe 

Lietman 

F  M  L 

PROTOCOL  D&MD_12dS5r£z5 133-02 

PHYSICAL  EXAMINATION 

Date  <0£/_Ke^/ J[t> 
dd  mmm  yy 


Tewperat ure 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt.  (kg) 

_jy_b. _ c 

KV'S>/,nin 

P/m  in 

KJ^  —f - 

Kj^  . 

rO'b  . 

GENERAL  EXAMINATION: 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormalities 

Head/Neck 

y 

EENT 

/ 

Chest , 1 ungs 

y 

1  - 

Heart 

«/ 

Abdomen 

y 

Genital ia 

A 

P 

Rectal 

A 

<) 

Extremit ies 

Skin 

Neurologic 

<Mir 

CHEST  X-RAY 

Date  Ot/ £V 


NORMAL 

y 

ABNORMAL 

Describe  abnormal  it ies: 

Examiner 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

jL  mCL 

F  M  L 

03.  *1 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddrnrnmyy 

Start  drug  admin- 
istrat  iori  <0-2400) 

End  drug  adrnin- 
i st  r at i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

2 

iO  ^-chSt* 

o?H 

o  «m 

IV 

M  A 

DOSAGE  (total  >  J'32 

S^r~r~  "  °3-0^  - 

PLASMA  CONCENTRATIONS 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRID01 

RBC 

ACHe 

uM/ml  /rn  i  n 

B01 , B47 

0 

1C iFtU 

tvi  A 

0^1  o 

B01  :^L 

847  70. 5/ 

B02 

0.  08 

*  * 

O^sl 

o  *  sr 

B0£“l,9/ 

B03 

0.  18 

oS-S"4 

o$r  -5  4 

B03:  H/l 

B04, B48 

0.  25 

*  \ 

O^ol 

O^OI 

BO4;y3.0 

B48:  q,o^ 

B05 

0.  33 

O't  o  L 

0^04 

B05:  jCj.X 

B06 

0.  42 

*  , 

CiA  \\ 

o  A  i  / 

B07, B49 

0.  50 

l , 

o°i  1  4 

0^14 

B07:£b$ 

B49:  ?  ^ 

BOB 

0.  58 

o  Aa/ 

BOS  :/?,£) 

B09 

0.  88 

(. 

o 

B0Siia,j- 

BIO, B50 

0.  75 

1  4 

l 

6^31 

Bio,m 

B5O:#0? 

Bll 

0.  83 

t  4 

OA?  4 

0^34 

B1“  (oM 

B12 

0.  92 

o°)  if  ( 

  o^i  i<  / 

BIS. 

B13, B51 

1.  0 

'% 

0^4 

o  ^  Vl 

B13K37 

BS“  f<5/ 

B14, B52 

1.  33 

l4 

/  r>  o  <» 

/DDL 

Blt'i3./‘l 

E5£!  %%} 

B15, B53 

1. 66 

j  % 

1  al  4 

/o<14 

B15\?,77- 

B53: 

BIG, B54 

2.0 

<« 

/  o  H  4 

/  o  V  4 

B16: 

B54: 

B17 

2.5 

«* 

U  li 

I  /  i4 

4-  Jhl/uo-'  Altsrv&dZ^Hty-  494 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  PyndostigprLne 

Lietman 

F  M  L 

PROTOCOL  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

2. 

/ 

o£  V4 _ 

O  1  4> 

IV 

N  f\ 

DOSAGE  (total)  _ 21^ ’ 

PLASMA  CONCENTRATIONS 

page  2 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CPYRIDOD 

foGr/tiL 

RBC 

ACHe 

uM/ml /min 

B18,  B55 

3.  0 

! 

uWt 

1 1  Hi 

B55:  q^t 

B19 

3.  5 

*  \ 

i  3  it 

f  M-' 

B19 1/.93 

B20, B56 

4.  0 

t 

i 

\a.Ht 

i  a1/^ 

B20 :  ^ 

B56s  iu,& 

B21 

5.  0 

•  * 

%3S<» 

B21 :  gt 

B22, B57 

6.  0 

«. 

1  H  H  4 

l4  V  6 

B22 

B57: 1C'  A  b 

B23 

7.  0 

i  , 

irv  ^ 

i  SHl 

B23 : 7^ 

B24 

8.0 

*  \ 

1 4  V  ( 

H  VC 

B24:-^ 

B25 

10.0 

VC 

lt-91 

B25:-^ 

B26 

12.  0 

U 

V4 

B26: 

B27, B58 

24.0 

*  (  ^ 

OfV4 

B27:-^ 

B58:  MS 

JtJmJu: 

w XT'  OuQOC 

-4 495 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  HnsH  gyr?  fie 

Hetman 

&  _£\& 

F  M  L 

QaV 

PROTOCOL  JQAMD_17Qa5-C-5133-02 

MEDICATION  RECORD 


STUDY: IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin- 
istrat ion  (0-2400) 

Route 

Bott le 
I.  D.  # 

Q. 

lo 

08U 

o^K, 

IV 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 

Time 

(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

O  A 

o  ?  3  5“ 

*  *“?a 

# 

*  ) 

0.  8 

os  r  i 

c^r  i 

0.  16 

oj  ^  6 

0.  25 

O  3  ti/ 

o  3  o& 

*  *7? 

0.  33 

** 

o  T  D  4 

a 

0.  42 

i  x 

e>3  /[ 

o  3  i  / 

0.  50 

'  \ 

0^/4 

14 

*  K) 

#  L 

0.  58 

4  < 

a°l3l 

oUi 

0.  66 

*  s 

03  Z4 

.  olat 

0.  75 

* 

o33; 

**4 

0.  83 

( 

<-^3  c. 

0.  92 

1  < 

03^/ 

o'K, 

1.  0 

vx 

0^4 

. C 3  */  4 

*po 

*  md 

1  •  33 

V 

'  /  0  & 

/  oii  t 

1. 66 

4  

/a^L  4 

*  20 

2.  0 

*  V 

f  o  H  £ 

/  o  ^  4 

*<?o 

* 

2.  5 

h 

U/ 4. 

t  /  /  L 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

it  JML 

F  M  L 

PROTOCOL  D4MD  1Z-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  IV  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmrnmyy 

Start  drug  admin- 
i st rat  ion  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

08% 

O  7/  t 

IV 

K‘  A 

DOSAGE  (total) 


A  3o(_/7T^ 


page  £ 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

3.  0 

1  St 

ilVt 

114  4 

#r7  2 

3.  5 

% 

UK, 

1 1 1 

4.0 

kK 

t 

*  aJ'O 

V* 

5.  0 

\ 

1 3  V  L 

imi, 

6.  0 

#  K  O 

7.  0 

I  sji  4 

‘Fy< 

6.  0 

'i 

£ 

l  4  V  c 

10.  0 

I^V.6 

12.  0 

*■ 

£uQV(=> 

24.  0 

U 

o£V4 

#^D 

*ok 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Lietman 

£  0}  S 

F  M  L 

PROTOCOL  EAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bottle 
I.  D.  # 

s5 

o  °\  o3 

cb  ^  O  ^ 

PO 

ltotaU 


PLASMA  CONCENTRATIONS 


1^1^^  4>^<o 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

RBC 

ACHe 

uM/rnl  /rnin 

B28, B59 

0 

J 

N  A 

■0  8^1 

B28: 

B5S:I0.(po 

B29, B60 

0.  25 

©W 

oW 

BS9,a.oo 

B60:  /£U? 

B30, B61 

0.  50 

*« 

oS33 

o'?  3  3 

B30 :  /fxt 

B61:  9,0^ 

B31, B62 

0.  75 

•* 

o  ^  V<? 

B3H/0.9 

B6£:  £45 

B32,  B63 

1.0 

* « 

/oo  3 

7  o 

*32:  //.£ 

B63:^,9^ 

B33, B64 

1. 33 

*. 

/o3-3, 

B33  :/0,0 

B84:  •>  95" 

B34, B65 

1.  66 

/oV 3 

B34S/50 

865 :  £46 

B35, B66 

2.  0 

//  t>3 

1/63 

E35=/(5,£ 

B36 

2.  5 

;/33 

H?3 

B2&i?32 

B37, B67 

3.  0 

Q  a  3 

is.*? 

B37.-9.9g 

B&7:  ?.£/ 

B38 

3.  5 

c. 

as  3 

Q37 

B3B!9.of 

B39, B68 

4.  0 

is 

l3  03 

1  2 

B39  *9^ 

B68: 

B40 

5.  0 

/Vol 

/*/&  3 

B41 , B69 

6.  0 

( a  :? 

<^r? 

B4 1.3,4/ 

B69:  9, 

B42 

7.  0 

/163 

I(o03 

b*B'%3 

B43 

8.  0 

t , 

1 1*3 

I  7  ©a 

B43:^,/4 

B69fl:9,?3 

B44 

10.  0 

t  ^£>3 

B44:  )$lf 

9>43 

I _  <  I  ;  L2j£ 

Aj^axj  498 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyri  dnpH  gjpjnp 

Lietman 

(L  jn  JB 

F  M  L 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 

STUDY:  ORAL  PYRIDOSTIGMINE 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

5 

\Z  & 

o  ^  o3 

o  1  o  3 

PO 

Tvi  A 

DOSAGE  (total)  _ !  (o 

PLASMA  CONCENTRATIONS 


page  2 


Sample 

No. 

Schedule 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Actual 
Clock  Time 
(0-2400) 

CPYRIDOD 

A i&ftlU 

RBC 

ACHe 

uM/rnl  /nun 

B45 

12.  0 

A  I 

Ql  1  Ci  3 

B45:  £ 

B46, B70 

24.  0 

Oc,  o3 

B46 :  f 

B70:/^/ 

r- 

+  ivJtii 

UL-Al 

AQQ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

Q:  j>\ 

F  M  L 

ch  *i 

PROTOCOL  DAMD  17-85-C-5133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmmmyy 

Start  drug  adrnin- 
istrat ion  (0-2400) 

End  drug  admin- 
i st  rat i on  ( 0-2400 ) 

Route 

Bott le 
I.  D.  # 

S' 

6  3 

PD 

DOSAGE  (total) 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bprn 

Hand 

Grip 

L/R 

Coord 

Test 

0 

l3T<m 

02^7 

7 

#kJ  (D 

*oL 

0.  25 

<  t 

^  \8 

dlij 

0.  50 

V  * 

on  'i 3 

ol’3 

*S4 

# 

*  oL 

0.  75 

V 

O^LfR 

1.0 

I  O  O  3 

/OQ^ 

# 

1. 33 

/  3 

/  gO-3 

*  74 

1. 66 

M 

/oV3 

* 

2.  00 

** 

//o3 

//  o  3 

*  *J D 

2.5 

It 

//33 

jl?3 

3.  0 

Mo  3 

o3 

*So 

3.  5 

i  33 

ID  3 

* 

4.  0 

•v 

/  3  03 

)3 

5.  0 

*< 

/Y.  is3 

6.  0 

i  y*3 

V)S> 

*W  £ 

7.  0 

‘4 

/  6  0  3 

6.  0 

noi 

in  oi 

10.  0 

!3o3 

i?oa 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostignine 

Hetman 

It  £! 

F  M  L 

tow 

PROTOCOL  DAMD  17-85-05133-02 

MEDICATION  RECORD 


STUDY:  ORAL  PYRIDOSTIGMINE 


Study 

Day 

Date 

ddmrnrnyy 

Start  drug  admin- 
istrat ion  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

o  3> 

PO 

DOSAGE  (total) 


_ Lk.cc TVS-'. 


page  2 


PHYSIOLOGIC  VARIABLES 


Sample 

No. 

Scheduled 
T  ime 
(hours) 

Date 

ddmrnrnyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

Pulse 

Rate 

bpm 

Hand 

Grip 

L/R 

Coord 

Test 

12.  0 

*  MO 

24.  0 

0^3 

O?o3 

*&& 

* 

501 
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INVESTIGOTOR’ S  NOME 

PT  INITIOL 

PT  # 

COMPOUND  Pyridos  tifflri  ne 

Lietman 

-a  Jt-'S. 

F  M  L 

OSlI 

PROTOCOL  DAMD  17-85-C-5133-02 

Screen  Predrug  Study 


TEST  : NORMAL 

ddmmmyy 

ddmmmyy 
Nk  V 

ddmmmyy 

JR.E-J& 

ddmmmyy 

ddmmmyy 

NO: 135-148  MEQ/L 

1  Hi 

IQ/ 

/ 

Ks3. 5-5.  0  MEQ/L 

7-/ 

^3 

l/.i 

CL : 96-1 09  MEQ/L 

/*! 

/o  V 

C02: 24-30  MEQ/L 

h 

3  7 

SUN: 12-25  MS/DL 

1 1 

/t 

1  o 

CRE0T:0. 4-1.  5  MS/DL 

1.  o 

cx  ? 

/•/ 

GLU : 70-1 15  MS/DL 

Q>\ 

97 

<iL 

T. DILI :0. 3-1. 2MG/DL 

to 

o.  r 

o.^ 

D. BILI :0. 1-0. 4MG/DL 

Kj  0 

o.  O 

o,  o 

CO: 9.  0-11.0  MG/DL 

fj  .  0  , 

l.JL 

<7.  9 

P04:3. 0-4.  5  MG/DL 

Nl.  0. 

URIC  0:4. 2-8.  8MG/DL 

Ni.P. 

S.  S' 

T.  PR0T:6.  0-8.  5G/DL 

NJ  .15. 

9-2. 

7.7 

OLB.  :3.  2-5.  3  G/DL 

u.*. 

4.9 

OST :0-35  IU/L 

.  i r 

IS' 

OLT : 0-30  IU/L 

/O 

12. 

1 J 

OLK  PHOS : 0—95  IU/L 

3S" 

3  5 

37 

CHOL: 151-268  MG/DL 

to  O 

1  S  o 

iW 

LDH: 0-200  IU/L 

too 

l<XO 

)  c>3 

CPK:0— 160  U/L (male) 

pJiO 

\/ 

nn 

7^> 

<nj  Hi . :  C  p  +  rvs_e\ 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyridostigmine 

Lietman 

3JL  jv>  3 

F  M  L 

fle»H 

ppQ*j*Q£Q!^  DAMD  1 7 “85“C“5 1 3 3“02 

HEMATOLOGY  VALUES  .  .  >  n  j  /) 

Laboratory  _ 


Screen  Predrug 


St  udy 


TEST  NORMAL 

oAEtijSl 

ddrnrnmyy 

_NJ 

ddmi 

m  tiyy 

ddrnrnrnyy 

LVJ5d& 

ddrnrnrnyy 

ddrnrnrnyy 

Hgb 

13.  9-16.  3 

i3. n 

14-/ 

/  Vr  3' 

PCV 

41. 0-53. 0 

4/.  5" 

4  <3.3 

^3.3 

Pit 

150-350 

3o/  . 

/13 

RBC 

4. 50-5. 90 

S'.  /S 

WBC 

4500-11000 

fo  /  crci 

6  /  oo 

i  /  OD 

Bands 

£-6* 

3 

Polys 

31-7674 

4/ 

64 

Eos 

1-4* 

o 

4/ 

*3 

Bas 

o 

/ 

/ 

Lymphs 

24-44* 

3*7 

•3  4 

/  V 

Atyp  Lyrn 

o 

) 

a 

Monos 

£-1174 

o 

? 

? 

Other 

o 

o 

o 

Ret ics 

0.  5-1. 574 

vL 

/ 

O-P 

O.,? 

Date 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND 

Lietman 

JL 

F  M  L  t 

3©^ 

PROTOCOL  DAMD  17-85-C-5133-02 

URINAL Y8I8 

Laboratory 


Screen  Predrug 


TEST  NORMAL 

ddmrnmyy 

ddmrni 

i  >, 

£l sL 

iiJaiSi 

ddrnmrnyy 

ddrnmrnyy 

ddmrnmyy 

Color/ftp 

\  \<AoJ 

VJ/S> 

Sp.  Gr. 

0 

1  o\% 

i.o^ 

pH 

6.0 

Protein 

ewe*.; 

zv-cu . 

Ketones 

0 

Occ  Bid 

l 

0 

Bi  1  i . 

e> 

OrrZV.... 

RBC 

6 

0 

0 

o 

WBC 

Q 

o 

Casts 

O 

o 

Epi.  Cel 

O 

o 

Crystals 

O 

o 

Bacteria 

O 

\ 

y 

o 

St  udy 
Date 


ELECTROCARD I 08 RAM 


Date 

ddmrnmyy 

NORMAL 

check 

ABNORMAL 

check 

Describe  abnormal ities 

</ 

li  'suite 

*/ 

IV  C-cASt 

” W 

y 

J,  fir  oAkiaJI  alsjunyvh  t,Mzj  ,  4j ujfh^/d^ 

7 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND  Pyn*  ring  t  j  grrri  np 

Lietman 

F  M  L 

(PH 

PROTOCOL  DAMD  17-85-C-5133-02 

check 


ADVERSE  EXPERIENCES 


if  none  occurred 


ADVERSE 

ONSET 

CESSATION 

SEVERITY 

REL’N  TO 

ACTION 

EVENT 

(Date/T  irne) 

Date/T  irne 

(Check) 

TEST  DRUG 

(Check) 

# 

□ 

□ 

□ 

dd  mmm  yy 

dd  rnrnrn  yy 

Mi  Id 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 

drug 

# 

□ 

□ 

□ 

dd  mmm  yy 

dd  mmm  yy 

Mi  Id 

DEF. 

None 

□ 

PROB. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treat  merit 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN  ~ 

Stop  test 

drug 

COMMENTS  (Indicate  #  and  event) 
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